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al 


4-CH=CH2 


2 


OCSNH2 


H,C6H4-4-F 


A779 


a1 


4-CF3, 3-F 


2 


OS02Me 


H,H 


A780 


a1 


4-OCF3 


2 


OS02Me 


H ( C6H4-4-F 


A781 


a1 


4-SMe 


2 


OS02Ph 


H,H 


A782 


al 


3,5-difluoro 


2 


OS02Ph 


H,C6H4-4-F 


A783 


a1 


H 


2 


I 


H.H 


A784 


al 


3-F 


2 


I 


H.C6H4-4-F 


A785 


a2 


4-CI 


0 


H 


H,H 


A786 


a2 


4-CI 


0 


H 


Me t Me 


A787 


a2 


4-CI 


0 


H 


EtEt 


A788 


a2 


4-CI 


0 


H 


H.Et 


A789 


a2 


4-CI 


0 


H 


H.Ph 


A790 


a2 


4-CI 


0 


H 


H,C6H4-4-F 


A791 


a2 


4-CI 


0 


Me 


H t H 


A792 


a2 


4-CI 


0 


Me 


Me,Me 


A793 


a2 


4-CI 


0 


Me 


Et,Et 


A794 


a2 


4-CI 


0 


Me 


H.Et 


A795 


a2 


4-CI 


0 


Me 


H,Ph 


A796 


a2 


4-CI 


0 


Me 


H.C6H4-4-F 


A797 


a2 


4-CI 


0 


OMe 


H,H 


A798 


a2 


4-CI 


0 


OMe 


Me.Me 


A799 


a2 


4-CI 


0 


OMe 


Et,Et 


A800 


a2 


4-CI 


0 


OMe 


H.Et 


A801 


a2 


4-CI 


0 


OMe 


HPh 


A802 


a2 


4-CI 


0 


OMe 


H f C6H4-4-F 


A803 


a2 


4-CI 


0 


CH20H 


H H 


A804 


a2 


4-CI 


0 


CH20H 


h!c6H4-4-F 


A805 


a2 


4-CI 


0 


CH20Me 


H.H 


A806 


a2 


4-CI 


0 


CH20Me 


Me, Me 


A807 


a2 


4-CI 


0 


CH20Me 


Et,Et 


A808 


a2 


4-CI 


0 


CH20Me 


H.Et 


A809 


a2 


4-CI 


0 


CH20Me 


H.Ph 


A810 


a2 


4-CI 


0 


CH20Me 


H.C6H4-4-F 
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^-y: 28/ 



[*16l 



A811 


a2 


4-CI 


0 


CF3 


H,H 


A812 


a2 


4-CI 


0 


CF3 


Me, Me 


A813 


a2 


4-CI 


0 


CF3 


bt.bt 


A814 


a2 


4-CI 


0 


CF3 


H.Et 


A815 


a2 


4-CI 


0 


CF3 


H.Ph 


A816 


a2 


4-CI 


0 


CF3 


H.C6H4-4-F 


A81.7 


a2 


4-CI 


0 


GH20Ph 


1 1 Li 
H.H 


A818 


a2 


4-CI 


0 


CH20Ph 


H.C6H4-4-F 


A819 


a2 


4-CI 


0 


CH20CH2Ph 


H.H 


A820 


a2 


4-CI 


0 


CH2QCH2Ph 


1 1 AOI 1 A A 1 — 

H.C6H4-4-F 


A821 


a2 


4-CI 


0 


CH2-morpholino 


H,H 


A822 


a2 


4-CI 


0 


CH2-morpholino 


Me,Me 


A823 


a2 


4-CI 


0 


CH2-morpholino 


Et,Et 


A824 


a2 


4-CI 


0 


CH2-morpholino 


H.Et 


A825 


a2 


4-CI 


0 


CH2-morpholino 


H.Ph 


A826 


a2 


4-CI 


0 


CH2-morpholino 


H f C6H4-4-F 


A827 


a2 


4-CI 


0 


CH2NHBu 


H.H 


A828 


a2 


4-CI 


0 


CH2NHBu 


H.C6H4-4-F 


A829 


a2 


4-Ci 


0 


C = CPh 


H.H 


A830 


a2 


4-CI 


0 


C = CPh 


H.C6H4-4-F 


A831 


a2 


4-CI 


0 


Ph 


H f H 


A832 


a2 


4-CI 


0 


Ph 


H.C6H4-4-F 


A833 


a2 


4-CI 


0 


C6H4-4-CF3 


H.H 


A834 


a2 


4-CI 


0 


C6H4-4-CF3 


H.C6H4-4-F 


A835 


a2 


4-CI 


0 


C6H4-3-CF3 


H,H 


A836 


a2 


4-CI 


0 


C6H4-3-CF3 


H.C6H4-4-F 


A837 


a2 


4-CI 


0 


C6H4-4-OH 


H,H 


A838 


a2 


4-CI 


0 


C6H4-4-OH 


H.C6H4-4-F 


A839 


a2 


4-CI 


0 


CH2Ph 


H,H 


A840 


a2 


4-CI 


0 


CH2Ph 


H,C6H4-4-F 


A841 


a2 


4-CI 


0 


CH2C6H4-4-CF3 


H.H 


A842 


a2 


4-CI 


0 


CH2C6H4-4-CF3 


Me.Me 


A843 


a2 


4-CI 


0 


CH2C6H4-4-CF3 


Et,Et 


A844 


a2 


4-CI 


0 


CH2C6H4-4-CF3 


H.Et 


A845 


a2 


4-CI 


0 


CH2C6H4-4-CF3 


H.Ph 


A846 


a2 


4-CI 


0 


CH2C6H4-4-CF3 


H.C6H4-4-F 


A847 


a2 


4-CI 


0 


CH2C6H4-4-OCF3 


H t H 


A848 


a2 


4-CI 


0 


CH2C6H4-4-OCF3 


H.C6H4-4-F 


A849 


a2 


4-CI 


0 


CH2C6H4-4-Ph 


H,H 


A850 


a2 


4-CI 


0 


CH2C6H4-4-PH 


H.C6H4-4-F 


A851 


a2 


4-CI 


0 


CH2C6H4-2-CI 


H.H 


A852 


a2 


4-CI 


0 


CH2C6H4-2-CI 


H t C6H4-4-F 


A853 


a2 


4-CI 


0 


(CH2)2Ph 


H.H 


A854 


a2 


4-CI 


0 


(CH2)2Ph 


H.C6H4-4-F 


A855 


a2 


4-CI 


0 


SPh 


H.H 


A856 


a2 


4-CI 


0 


SPh 


H.C6H4-4-F 


A857 


a2 


4-CI 


0 


NH2 


H.H 


A858 


a2 


4-CI 


0 


NH2 


H.C6H4-4-F 


A859 


a2 




u 


INMIVlG 


H H 


A860 


a2 


4-CI 


0 


NHMe 


H!c6H4-4-F 


A861 


a2 


4-CI 


0 


CH2-piperazino-Ph 


H.H 


A862 


a2 


4-CI 


0 


CH2-piperazino-Ph 


H.C6H4-4-F 


A863 


a2 


4-CI 


0 


CH2-piperidino 


H.H 


A864 


a2 


4-CI 


0 


CH2-piperidino 


H.C6H4-4-F 


A865 


a2 


4-CI 


0 


OCH2Ph 


H.H 


A866 


a2 


4-CI 


0 


OCH2Ph 


H.C6H4-4-F 


A867 


a2 


4-CI 


0 


Ac 


H.H 
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mi 7} 



A868 


aZ 


4 Ol 


n 
u 


An 


H C6H4-4-F 


A869 


a2 


4~ Ol 


n 
U 




H H 


A870 


aZ 


4 Ul 


n 




H C6H4-4-F 


A871 


a2 


4— Ol 


U 




n, 1 1 


A872 


aZ 


4— wl 


n 
u 




H C6H4-4-F 


A873 


a2 


4 Ol 


U 




H H 
**** 


A874 


az 




n 

KJ 




H C6H4-4-F 


A875 


a2 


4" Ul 


n 
u 




H H 


A876 


a2 


4 Ol 


U 




H C6H4-4-F 


A877 


a2 


4— Ol 


U 




H H 

n,n 


A878 


a2 


a r*\ 
4 _ GI 


U 




u nfiH4-4-F 
n,uyri*t ~r r 


A879 


a2 


4-CI 


0 


ACAODU 

UoUZKn 


ri,n 


A880 


a2 


4-CI 


U 


UoUZrri 


u HRH4-4-F 
n,\juni i i 


A881 


a2 


4-CI 


0 


t 
1 


1-1 H 
n,n 


A882 


a2 


4-CI 


0 


1 


n,wu n*t *t r 


A883 


a2 


4-CI 


1 


u 
n 


H H 

n,n 


A884 


a2 


4-CI 


1 


Li 
n 


Ma Ma 

Me, Me 


A885 


a2 


4-CI 


1 


H 


tt.tt 


A886 


a2 


4-CI 


1 


H 


n.tit 


A887 


a2 


4-CI 


1 


1 1 
n 


u nu 
n.r'n 


A888 


a2 


4-CI 


1 


LI 

H 


14 PftMil— 4— F 
ri,oon*t *t r 


A889 


a2 


4-CI 


1 


Me 


14 14 

n.rl 


A890 


a2 


4-CI 




Me 


Ma Ma 

Me, Me 


A891 


a2 


4-CI 


1 


Me 


tt,fct 


A892 


a2 


4-CI 


1 


Me 


14 C4- 


A893 


a2 


4-CI 


1 


Me 


14 DU 

n.r'n 


A894 


a2 


4-CI 


1 


Me 


14 OA 14 A— A-C 

n,O0n4 4— r 


A895 


a2 


4-CI 




OMe 


14 14 

n,n 


A896 


a2 


4-CI 


1 


OMe 


Ma Ma 

Me, Me 


A897 


a2 


4-CI 


1 


OMe 


fct,fc:t 


A898 


a2 


4-CI 


1 


OMe 


14 C4. 

rl.tt 


A899 


a2 


4-CI 


1 


OMe 


14 DU 

n,rn 


A900 


a2 


4-CI 




OMe 


14 r^RUil— A— P 

ri f oon4— 4— r 


A901 


a2 


4-CI 


1 


CH20H 


14 14 

H,H 


A902 


a2 


4-CI 


1 


CH20H 


H,Oon4 4 r 


A903 


a2 


4-CI 


1 


Ol in f~\ ft * _ 

CHZOMe 


14 14 

n,n 


A904 


a2 


4-CI 




CHZOMe 


Ma Ma 

Me, Me 


A905 


a2 


4-CI 


1 


CH20Me 


Cj, r- a. 
Et,tt 


A906 


a2 


4-CI 




/-m ioni a _ 

CHZOMe 


14 C+ 

H.bt 


A907 


a2 


4-CI 


1 


At ■ A /~\ ft * _ 

CH20Me 


Li nu 


A908 


a2 


4-CI 




CH20Me 


14 S"*fil4A-.A— 4T 

H,OoH4-4— r 


A909 


a2 


4-CI 


1 


CF3 


H,H 


A910 


a2 


4-CI 


1 


Cro 


Me f Me 


A911 


a2 


4-CI 


1 


Cro 


tt,tt 


A912 


a2 


4-CI 


1 


Cro 


14 C+ 


A913 


a2 


4-CI 


1 


Cro 


14 DU 

n^n 


A914 


a2 


4-CI 




oro 


n t oDn4 4 r 


A915 


a2 


4-CI 




CHZUHn 


14 14 

ri,n 


AQ1 R 




4-CI 




CH20Ph 


H.C6H4-4-F 


A917 


a2 


4-CI 




CH20CH2Ph 


H,H 


A918 


a2 


4-CI 




CH20CH2Ph 


H,C6H4-4-F 


A919 


a2 


4-CI 




CH2-morpholino 


H,H 


A920 


a2 


4-CI 




CH2-morpholino 


Me,Me 


A921 


a2 


4-CI 




CH2-morpholino 


Et,Et 


A922 


a2 


4-CI 




CH2-morpholino 


H.Et 


A923 


a2 


4-CI 




CH2-morpholino 


H,Ph 


A924 


a2 


4-CI 




CH2-morpholino 


H.C6H4-4-F 
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mis] 



A925 


a2 


4-CI 


1 


CH2NHBu 


H,H 


A926 


a2 


4-CI 


1 


CH2NHBu 


H.C6H4-4-F 


A927 


a2 


4-CI 


1 


C = CPh 


H f H 


A928 


a2 


4-C! 


1 


C = CPh 


H.C6H4-4-F 


A929 


a2 


4-CI 


1 


Ph 


H,H 


A930 


a2 


4-CI 


1 


Ph 


H.C6H4-4-F 


A931 


a2 


4-CI 


1 


C6H4-4-CF3 


H.H 


A932 


a2 


4-CI 


1 


C6H4-4-CF3 


H,C6H4-4-F 


A933 


a2 


4-CI 


1 


C6H4-3-CF3 


H,H 


A934 


a2 


4-CI 


1 


C6H4-3-CF3 


H.C6H4-4-F 


A935 


a2 


4-CI 


1 


C6H4-4-OH 


H.H 


A936 


a2 


4-CI 


1 


C6H4-4-OH 


H.C6H4-4-F 


A937 


a2 


4-CI 


1 


CH2Ph 


H,H 


A938 


a2 


4-CI 


1 


CH2Ph 


H.C6H4-4-F 


A939 


a2 


4-CI 


1 


CH2C6H4-4-CF3 


H.H 


A940 


a2 


4-CI 


1 


CH2C6H4-4-CF3 


Me, Me 


A941 


a2 


4-CI 


1 


CH2C6H4-4-CF3 


EtEt 


A942 


a2 


4-CI 


1 


CH2C6H4-4-CF3 


H.Et 


A943 


a2 


4-CI 


1 


CH2C6H4-4-CF3 


H,Ph 


A944 


a2 


4-CI 


1 


CH2C6H4-4-CF3 


H.C6H4-4-F 


A945 ' 


a2 


4-CI 


1 


CH2C6H4-4-OCF3 


H,H 


A946 


a2 


4-CI 


1 


CH2C6H4-4-OCF3 


H.C6H4-4-F 


A947 


a2 


4-CI 


1 


CH2C6H4-4-Ph 


H.H 


A948 


a2 


4-CI 


1 


CH2C6H4-4-Ph 


H.C6H4-4-F 


A949 


a2 


4-CI 


1 


CH2C6H4-2-CI 


H.H 


A950 


a2 


4-CI 


1 


CH2C6H4-2-CI 


H.C6H4-4-F 


A951 


a2 


4-CI 


1 


(CH2)2Ph 


H,H 


A952 


a2 


4-CI 


1 


(CH2)2Ph 


H.C6H4-4-F 


A953 


a2 


4-CI 


1 


SPh 


H.H 


A954 


a2 


4-CI 


1 


SPh 


H.C6H4-4-F 


A955 


a2 


4-CI 


1 


NH2 


H.H 


A956 


a2 


4-CI 


1 


NH2 


H.C6H4-4-F 


A957 


a2 


4-CI 




NHMe 


H.H 


A958 


a2 


4-CI 


1 


NHMe 


H.C6H4-4-F 


A959 


i a2 


4-CI 


1 


CH2-piperazino-Ph 


H.H 


A960 


a2 


4-CI 


1 


CH2-piperazino-Ph 


H.C6H4-4-F 


A961 


a2 


4-CI 


1 


CH2-piperidino 


H.H 


A962 


a2 


4-CI 




CH2-piperidino 


H.C6H4-4-F 


A963 


a2 


4-CI 


1 


OCH2Ph 


H.H 


A964 


a2 


4-CI 


1 


OCH2Ph 


H.C6H4-4-F 


A965 


a2 


4-CI 


1 


Ac 


H.H 


A966 


a2 


4-CI 




Ac 


H.C6H4-4-F 


A967 


a2 


4-CI 




CONH2 


H,H 


A968 


a2 


4-CI 


1 


CONH2 


H.C6H4-4-F 


A969 


a2 


4-CI 


1 


CSNH2 


H.H 


A970 


a2 


4-CI 


1 


CSNH2 


H.C6H4-4-F 


A971 


a2 


4-CI 


1 


OCONH2 


H.H 


A972 


a2 


4-CI 


1 


OCONH2 


H.C6H4-4-F 


A973 


a2 


4-CI 




OCSNH2 




A974 


a2 


4-CI 




OCSNH2 


KC6H4-4-F 


A975 


a2 


4-CI 




OS02Me 


H H 


A976 


a2 


4-CI 




OSQ2Me 


H.C6H4-4-F 


A977 


a2 


4-CI 




OS02PH 


H H 


A978 


a2 


4-CI 




OS02Ph 


H.C6H4-4-F 


A979 


a2 


4-CI 




I 


H,H 


A980 


a2 


4-CI 




I 


H.C6H4-4-F 


A981 


a2 


4-CI 


2 


H 


H t H 
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[$19] 



A982 ! 


a2 


4-CI 


2 


A983 


a2 


4-C! 


2 


A984 


a2 


4-CI 


2 


A985 


a2 


4-CI 


2 


A986 


a2 


4-CI 


2 


A987 


a2 


4-CI 


2 


A988 


a2 


4-CI 


2 


A989 


a2 


4-CI 


2 


A990 


a2 


4-CI 


2 


A991 


a2 


4-CI 


2 


A992 


a2 


4-CI 


2 


A993 


a2 


4-CI 


2 


A994 


a2 


4-CI 


2 


A995 


a2 


4-CI 


2 


A996 


a2 


4-CI 


2 


A997 


a2 


4-CI 


2 


A998 


a2 


4-CI 


2 


A999 


a2 


4-CI 


2 


A1000 


a2 


4-CI 


2 


A1001 


a2 


4-CI 


2 


A1002 


a2 


4-CI 


2 


A1003 


a2 


4-CI 


2 


A1004 


a2 


4-CI 


2 


A1005 


a2 


4-CI 


2 


A1006 


a2 


4-CI 


2 


A1007 


a2 


4-CI 


2 


A10O8 


a2 


4-CI 


2 


A1009 


a2 


4-CI 


2 


A1010 


a2 


4-CI 


2 


A1011 


a2 


4-CI 


2 


A1012 


a2 


4-CI 


2 


A1013 


a2 


4-CI 


2 


A1014 


a2 


4-CI 


2 


A1015 


a2 


4-CI 


2 


A1016 


a2 


4-CI 


2 


A1017 


a2 


4-CI 


2 


A1018 


a2 


4-CI 


2 


A1019 


a2 


4-CI 


2 


A1020 


a2 


4-CI 


2 


A1021 


a2 


4-CI 


2 


A1022 


a2 


4-CI 


2 


A1023 


a2 


4-CI 


2 


A1024 


a2 


4-CI 


2 


A1025 


a2 


4-CI 


2 


A1026 


a2 


4-CI 


2 


A1027 


a2 


4-CI 


2 


A1028 


! a2 


4-CI 


2 


A1029 


a2 


4-CI 


2 


A1030 


a2 


4-CI 


2 


A1031 


a2 


4-CI 


2 


A1032 


a2 


4-CI 


2 


A1033 


a2 


4-CI 


2 


A1034 


a2 


4-CI 


2 


A1035 


a2 


4-CI 


2 


A1036 


a2 


4-CI 


2 


A1037 


a2 


4-CI 


2 


A1038 


a2 


4-CI 


2 



H 


Me.Me 


H 


EtJEt 


H 


H.Et 


H 


H.Ph 


H 


H.C6H4-4-F 


Me 


H.H 


Me 


Me.Me 


Me 


Et,Et 


Me 


H.Et 


Me 


H,Ph 


Me 


H.C6H4-4-F 


OMe 


H.H 


OMe 


Me.Me 


OMe 


EtEt 


OMe 


H.Et 


OMe 


H,Ph 


OMe 


H.C6H4-4-F 


CH20H 


H.H 


CH20H 


H.C6H4-4-F 


CH20Me 


H.H 


CH20Me 


Me.Me 


CH20Me 


EtEt 


CH20Me 


H.Et 


CH20Me 


H.Ph 


CH20Me 


H.C6H4-4-F 


CF3 


H.H 


CF3 


Me T Me 


CF3 


EtEt 


CF3 


H.Et 


CF3 


H.Ph 


CF3 


H.C6H4-4-F 


CH20Ph 


H.H 



CH20Ph 
CH20CH2Ph 
CH20CH2Ph 
CH2-morpholino 
CH2-morpholino 
CH2-morpholino 
CH2-morpholino 
CH2-morpholino 
CH2-morpholino 
CH2NHBU 
CH2NHBu 
C = CPh 
C = CPh 
Ph 
Ph 

C6H4-4-CF3 
C6H4-4-CF3 
C6H4-3-CF3 
C6H4-3-CF3 
C6H4-4-OH 
C6H4-4-OH 
CH2Ph 
CH2Ph 
CH2C6H4-4-CF3 
CH2C6H4-4-CF3 
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h!c6H4-4-F 


A2231 


a4 


2-Me 


0 


NHMe 


H,H 


A2232 


a5 


3-OMe 


0 


NHMe 


H,C6H4-4-F 


A2233 


a5 


4-OH 


0 


CH2-piperazino-Ph 


H.H 


A2234 


a5 


4-OMe 


0 


CH2-piperazino-Ph 


H.C6H4-4-F 


A2235 


a5 


2-Ac 


0 


CH2-piperidino 


H.H 
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A2236 


a5 


4-CH=CH2 


0 


A2237 


a5 


4-CF3, 3-F 


0 


A2238 


a5 


4-OCF3 


0 


A2239 


a5 


4-SMe 


0 


A2240 


a5 


3,5-difluoro 


0 


A2241 


a5 


H 


0 


A2242 


a5 


3-F 


0 


A2243 


a5 


2-Me 


0 


A2244 


a5 


3-OMe 


0 


A2245 


a5 


4-OH 


0 


A2246 


a5 


4-OMe 


0 


A2247 


a5 


2-Ac 


0 


A2248 


a5 


4-CH=CH2 


0 


A2249 


a5 


4-CF3. 3-F 


0 


A2250 


a5 


4-OCF3 


0 


A2251 


a5 


4-SMe 


0 


A2252 


a5 


3,5-difluoro 


0 


A2253 


a5 


H 


0 


A2254 


a5 


3-F 


0 


A2255 


a4 


H 




A2256 


a4 


3-F 




A2257 


a4 


2-Me 




A2258 


a4 


3-OMe 




A2259 


a4 


4-OH 




A2260 


a4 


4-OMe 




A2261 


a4 


2-Ac 




A2262 


a4 


4-CH=CH2 




A2263 


a4 


4-CF3, 3-F 




A2264 


a4 


4-OCF3 




A2265 


a4 


4-SMe 




A2266 


a4 


3,5-difluoro 




A2267 


a4 


H 




A2268 


a4 


3-F 




A2269 


a4 


2-Me 




A2270 


a4 


3-OMe 




A2271 


a4 


4-OH 




A2272 


a4 


4-OMe 




A2273 


a4 


2-Ac 




A2274 


a4 


4-CH=CH2 




A2275 


a4 


4-CF3, 3-F 




A2276 


a4 


4-OCF3 




A2277 


a4 


4-SMe 




A2278 


a4 


3,5-difluoro 




A2279 


a4 


H 




A2280 


a5 


3-F 




A2281 


a5 


2-Me 




A2282 


a5 


3-OMe 




A2283 


a5 


4-OH 




A2284 


a5 


4-OMe 




A2285 


a5 


2-Ac 




A2286 


a5 


4-CH=CH2 




A2287 


a5 


4-CF3, 3-F 




A2288 


a5 


4-OCF3 




A2289 


a5 


4-SMe 




A2290 


a5 


3,5-difluoro 




A2291 


a5 


H 




A2292 


a5 


3-F 





CH2~piperidino 


H,C6H4-4-F 


OCH2Ph 


H f H 


OCH2Ph 


H.C6H4-4-F 


Ac 


H t H 


Ac 


H,C6H4-4-F 


CONH2 


H.H 


CONH2 


H.C6H4-4-F 


CSNH2 


H,H 


GSNH2 


H.C6H4-4-F 


OCONH2 


H.H 


OGONH2 


H.C6H4-4-F 


OCSNH2 


H,H 


OCSNH2 


H.C6H4-4-F 


OS02Me 


H.H 


OS02Me I 


H.C6H4-4-F 


OS02Ph 


H.H 


OS02Ph 


H.C6H4-4-F 


I 


H,H 


I 


H.C6H4-4-F 


H 


H.H 


H 


Me,Me 


H 


Et,Et 


H 


H.Et 


H 


H,Ph 


H 


H.C6H4-4-F 


Me 


H.H 


Me 


Me.Me 


Me 


Et,Et 


Me 


H.Et 


Me 


H,Ph 


Me 


H.C6H4-4-F 


OMe 


H.H 


OMe 


Me,Me 


OMe 


Et,Et 


OMe 


H.Et 


OMe 


H,Ph 


OMe 


H.C6H4-4-F 


CH20H 


H f H 


CH20H 


H.C6H4-4-F 


CH20Me 


H.H 


CH20Me 


Me.Me 


0H2OMe 


EtJEt 


CH20Me 


H.Et 


CH20Me 


H.Ph 


CH20Me 


H,C6H4-4-F 


CF3 


H.H 


CF3 


Me, Me 


CF3 


Et,Et 


CF3 


H.Et 


CF3 


H.Ph 


CF3 


H.C6H4-4-F 


CH20Ph 


H H 


CH20Ph 


h!c6H4-4-F 


CH20CH2Ph 


H H 


CH20CH2Ph 


h!c6H4-4-F 


CH2-morpholino 


h,h 


CH2-morpholino 


Me.Me 
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A2293 


a5 


2-Me 


1 


CH2-morpholino 


Et f Et 


A2294 


a5 


3-OMe 


1 


CH2-morpholino 


H.Et 


A2295 


a5 


4-OH 


1 


GH2-morpholino 


H,Ph 


A2296 


a5 


4-OMe 


1 


CH2-morpholino 


H,G6H4-4-F 


A2297 


a5 


2-Ac 


1 


CH2NHBu 


H,H 


A2298 


a5 


4-CH=CH2 


1 


CH2NHBu 


H,C6H4-4-F 


A2299 


a5 


4-CF3, 3-F 


1 


C = CPh 


H.H 


A2300 


a5 


4-OCF3 


1 


C = GPh 


H,C6H4-4-F 


A2301 


a5 


4-SMe 


1 


Ph 


H,H 


A2302 


a5 


3,5-difluoro 


1 


Ph 


H.C6H4-4-F 


A2303 


a5 


H 


2 


C6H4-4-CF3 


H,H 


A2304 


a5 


3-F 


2 


C6H4-4-CF3 


H.C6H4-4-F 


A2305 


a6 


2-Me 


2 


C6H4-3-CF3 


H,H 


A2306 


a6 


3-OMe 


2 


C6H4-3-CF3 


H,C6H4-4-F 


A2307 


a6 


4-OH 


2 


C6H4-4-OH 


H,H 


A2308 


a6 


4-OMe 


2 


C6H4-4-OH 


H.C6H4-4-F 


A2309 


a6 


2-Ac 


2 


CH2Ph 


H,H 


A2310 


a6 


4-CH=CH2 


2 


CH2Ph 


H.C6H4-4-F 


A2311 


a6 


4-CF3, 3-F 


2 


CH2C6H4-4-CF3 


H.H 


A2312 


a6 


4-OCF3 


2 


CH2C6H4-4-CF3 


Me.Me 


A2313 


a6 


4-SMe 


2 


GH2C6H4-4-CF3 


Et,Et 


A2314 


a6 


3,5-difluoro 


2 


CH2C6H4-4-CF3 


H.Et 


A2315 


a6 


H 


2 


CH2C6H4-4-GF3 


H.Ph 


A2316 


a6 


3-F 


2 


CH2C6H4-4-CF3 


H.C6H4-4-F 


A2317 


a6 


2-Me 


2 


CH2C6H4-4-OCF3 


H.H 


A2318 


a6 


3-OMe 


2 


CH2C6H4-4-OCF3 


H.C6H4-4-F 


A2319 


a6 


4-OH 


2 


CH2C6H4-4-Ph 


H,H 


A2320 


a6 


4-OMe 


2 


CH2C6H4-4-Ph 


H.C6H4-4-F 


A2321 


a6 


2-Ac 


2 


CH2C6H4-2-CI 


H,H 


A2322 


a6 


4-CH=CH2 


2 


CH2C6H4-2-CI 


H.C6H4-4-F 


A2323 


a6 


4-CF3. 3-F 


2 


(CH2)2Ph 


H,H 


A2324 


a6 


4-OCF3 


2 


(CH2)2Ph 


H.C6H4-4-F 


A2325 


a6 


4-SMe 


2 


SPh 


H,H 


A2326 


a6 


3,5-difluoro 


2 


SPh 


H,C6H4-4-F 


A2327 


a6 


H 


2 


NH2 


H.H 


A2328 


a6 


3-F 


2 


NH2 


H,C6H4-4-F 


A2329 


a6 


2-Me 


2 


NHMe 


H.H 


A2330 


a3 


3-OMe 


2 


NHMe 


H,C6H4-4-F 


A2331 


a3 


4-OH 


2 


CH2-piperazino-Ph 


H,H 


A2332 


a3 


4-OMe 


2 


CH2-piperazino-Ph 


H.C6H4-4-F 


A2333 


a3 


2-Ac 


2 


CH2-piperidino 


H,H 


A2334 


a3 


4-GH=CH2 


2 


CH2-piperidino 


H.C6H4-4-F 


A2335 


a3 


4-CF3, 3-F 


2 


OCH2PH 


H.H 


A2336 


a3 


4-OCF3 


2 


OCH2Ph 


H,C6H4-4-F 


A2337 


a3 


4-SMe 


2 


Ac 


H,H 


A2338 


a3 


3,5-difluoro 


2 


Ac 


H.G6H4-4-F 


A2339 


a3 


H 


2 


CONH2 


H.H 


A2340 


a3 


3-F 


2 


CONH2 


H.C6H4-4-F 


A2341 


a3 


2-Me 


2 


CSNH2 


H.H 


A2342 


a3 


3-OMe 


2 


CSNH2 


H.C6H4-4-F 


A2343 


a3 


4-OH 


2 


OCONH2 


H,H 


A2344 


a3 


4-OMe 


2 


OCONH2 


H.C6H4-4-F 


A2345 


a3 


2-Ac 


2 


OCSNH2 


H H 


A2346 


a3 


4-CH=CH2 


2 


0CSNH2 


H!c6H4-4-F 


A2347 


a3 


4-CF3, 3-F 


2 


0S02Me 


H H 


A2348 


a3 


4-OCF3 


2 


0S02Me 


h[c6H4-4-F 


A2349 


a3 


4-SMe 


2 


0S02Ph 


H,H 


A2350 


a3 


3,5-difluoro 


2 


0S02Ph 


H.C6H4-4-F 


A2351 


a3 


H 


2 


I 


H H 


A2352 


a3 


3-F 


2 


I 


h!c6H4-4-F 
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ASB^No. 




R1 


R2 


R3.R4 


A2353 


a7 


Me 


H 


H,H 


A2354 


a7 


Me 


H 


Me.Me 


A2355 


a7 


Me 


H 


Et,Et 


A2356 


a7 


Me 


H 


H.Et 


A2357 


a7 


Me 


H 


H.Ph 


A2358 


a7 


Me 


H 


H.C6H4-4-F 


A2359 


a7 


Me 


Me 


H,H 


A2360 


a7 


Me 


Me 


Me,Me 


A2361 


a7 


Me 


Me 


EtEt 


A2362 


a7 


Me 


Me 


H.Et 


A2363 


a7 


Me 


Me 


H.Ph 


A2364 


a7 


Me 


Me 


H.C6H4-4-F 


A2365 


a7 


Me 


CH20Me 


H,H 


A2366 


a7 


Me 


CH20Me 


Me.Me 


A2367 


a7 


Me 


CH20Me 


Et,Et 


A2368 


a7 


Me 


CH20Me 


H.Et 


A2369 


a7 


Me 


CH20Me 


H.Ph 


A2370 


a7 


Me 


CH20Me 


H ? C6H4-4-F 


A2371 


a7 


Me 


CF3 


H.H 


A2372 


a7 


Me 


CF3 


Me.Me 


A2373 


a7 


Me 


CF3 


Et,Et 


A2374 


a7 


Me 


CF3 


H.Et 


A2375 


a7 


Me 


CF3 


H.Ph 


A2376 


a7 


Me 


CF3 


H,C6H4-4-F 


A2377 


a7 


Me 


CH20H 


H.H 


A2378 


a7 


Me 


CH20H 


H.C6H4-4-F 


A2379 


a7 


Me 


CH2NHBu 


H.H 


A2380 


a7 


Me 


CH2NHBu 


H,C6H4-4-F 


A2381 


a7 


Me 


CH2C = CH 


H,H 


A2382 


a7 


Me 


CH2C = CH 


H,C6H4-4-F 


A2383 


a7 


Me 


OMe 


H,H 


A2384 


a7 


Me 


OMe 


H.C6H4-4-F 


A2385 


a7 


Me 


NH2 


H,H 


A2386 


a7 


Me 


NH2 


H.C6H4-4-F 


A2387 


a7 


Me 


NMMe 


H H 


A2388 


a7 


Me 


NHMe 


h!c6H4-4-F 


A2389 


a7 


Me 


CH20Ph 


H H 


A2390 


a7 


Me 


CH20Ph 


H.C6H4-4-F 


A2391 


a7 


Me 


CH20CH2Ph 


H H 


A2392 


a7 


Me 


GH20CH2Ph 


KC6H4-4-F 


A2393 


a7 


Me 


CH2-morpholino 


H H 


A2394 


a7 


Me 


CH2-morpholino 


h!c6H4-4-F 


A2395 


a7 


Me 


CH=CH-pyridyl 


H,H 


A2396 


a7 


Me 


CH=CH-pyridyl 


H,C6H4-4-F 


A2397 


a7 


Me 


C = CPh 


H H 


A2398 


a7 


Me 


C = CPh 


h!c6H4-4-F 


A2399 


a7 


Me 


Ph 


H f H 


A2400 


a7 


Me 


Ph 


H.C6H4-4-F 


A2401 


a7 


Me 


C6H4-4-CF3 


H.H 
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A2402 


a7 


Me 


A2403 


a7 


Me 


A2404 


a7 


Me 


A2405 


a7 


Me 


A2406 


a7 


Me 


A2407 


a7 


Me 


A2408 


a7 


Me 


A2409 


a7 


Me 


A2410 


a7 


Me 


A2411 


a7 


Me 


A2412 


a7 


Me 


A2413 


a7 


Me 


A2414 


a7 


Me 


A2415 


a7 


Me 


A2416 


a7 


Me 


A2417 


a7 


Me 


A2418 


a7 


Me 


A2419 


a7 


Me 


A2420 


a7 


Me 


A2421 


a7 


Me 


A2422 


a7 


Me 


A2423 


a7 


Me 


A2424 


a7 


Me 


A2425 


a7 


Me 


A2426 


a7 


Me 


A2427 


a7 


Me 


A2428 


a7 


Me 


A2429 


a7 


Me 


A2430 


a7 


Me 


A2431 


a7 


Me 


A2432 


a7 


Me 


A2433 


a7 


Me 


A2434 


a7 


Me 


A2435 


a7 


Me 


A2436 


a7 


Me 


A2437 


a7 


Me 


A2438 


a7 


Me 


A2439 


a7 


Me 


A2440 


a7 


Me 


A2441 


a7 


Me 


A2442 


a7 


Me 


A2443 


a7 


Me 


A2444 


a7 


Me 


A2445 


a7 


Me 


A2446 


a7 


Me 


A2447 


a7 


Me 


A2448 


a7 


Me 


A2449 


a7 


Me 


A2450 


a7 


1 me 


A2451 


a7 


Me 


A2452 


a7 


Me 


A2453 


a7 


Me 


A2454 


a7 


Me 


A2455 


a7 


CF3 


A2456 


a7 


CF3 


A2457 


a7 


CF3 


A2458 


a7 


CF3 
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C6H4-4-GF3 1 


11-, 

vie.Me 


C6H4-4-CF3 1 


~t,tt 


C6H4-4-CF3 1 


i.nt 


C6H4-4-CF3 1 


J DU 


r\t*\\A A rvro 1 

C6H4-4-CF3 1 


1,U0H4 ^ r 


C6H4-3-CF3 


1 II 

1.H 


C6H4-3-CF3 1 


i,bon4 ~4 r 


C6H4-4-OH 


H.H 


nnl | A A /™"\ | I 

C6H4-4-OH 


i,GoH4-"4-r 


CH2Ph 


H.H 


CH2PH 


1 II A A C 

4.C6H4-4-F 


CH2C6H4-4-CF3 


H,H 


CH2C6H4-4-CF3 


ft A » J _ 

Vie.Me 


CH2C6H4-4-CF3 


Et.Et 


GH2C6H4-4-CF3 


H.Et 


CH2C6H4-4-CF3 


H.Pn 


CH2C6H4-4-CF3 


i,Gon4 4— r 


CH2G6H4-4-OCF3 


H.H 


CH2C6H4-4-OCF3 


LI /^RLI/1 A C 

H,Con4— 4— r 


GH2C6H4-4-Pn 


II ii 

H.n 


GH2C6H4-4-Ph 


ii /*>£?u a a r~ 

H.C6H4— 4~r 


CH2C6H4-2-CI 


H.H 


CH2C6H4-2-CI 


H P C6H4 — 4— r 


(CH2)2Ph 


H.H 


(CH2)2Ph 


H.G6H4-4-F 


CH2-piperazino-Ph 


H.H 


CH2-piperazino-Ph 


Me.Me 


CH2-piperazino-Ph 


Et,Et 


CH2~piperazino-Ph 


H.Et 


CH2-piperazino-Ph 


H.Ph 


CH2-piperazino-Ph 


H.C6H4-4-F 


CH2-piperidino 


H.H 


CH2-piperidino 


H.C6H4-4-F 


SPh 


H.H 


SPh 


H.C6H4-4-F 


0CH2Ph 


H.H 


0CH2Ph 


H.C6H4-4-F 


Ac 


H.H 


Ac 


H.G6H4-4-F 


C0NH2 


H.H 


CONH2 


I ■ MAI 1 A A T~ 

H r C6H4-4-F 


CSNH2 


H.H 


CSNH2 


H.C6H4-4-F 


OCONH2 


H.H 


OCONH2 


H.C6H4-4-F 


OCSNH2 


H.H 


0CSNH2 


H.C6H4-4-F 


OS02Me 


H.H 




H.C6H4-4-F 


0S02Ph 


H H 


0S02Ph 


KC6H4-4-F 


I 


H H 


I 


h!c6H4-4-F 


H 


H.H 


H 


Me.Me 


H 


Et.Et 


H 


H.Et 



ffifiE# 2004-3122203 



&fg 2003-403274 



^-y : 57/ 



[*4 5] 



A2459 


a7 


CF3 


A2460 


a7 


CF3 


A2461 


a7 


CF3 


A2462 


a7 


CF3 


A2463 


a7 


CF3 


A2464 


a7 


CF3 


A2465 


a7 


CF3 


A2466 


a7 


CF3 


A2467 


a7 


CF3 


A2468 


a7 


CF3 


A2469 


a7 


CF3 


A2470 


a7 


CF3 


A2471 


a7 


CF3 


A2472 


a7 


CF3 


A2473 


a7 


CF3 


A2474 


a7 


CF3 


A2475 


a7 


CF3 


A2476 


a7 


CF3 


A2477 


a7 


CF3 


A2478 


a7 


CF3 


A2479 


a7 


CF3 


A2480 


a7 


CF3 


A2481 


a7 


CF3 


A2482 


a7 


CF3 


A2483 


a7 


CF3 


A2484 


a7 


GF3 


A2485 


a7 


CF3 


A2486 


a7 


CF3 


A2487 


a7 


CF3 


A2488 


a7 


CF3 


A2489 


a7 


CF3 


A2490 


a7 


CF3 


A2491 


a7 


CF3 


A2492 


a7 


CF3 


A2493 


a7 


CF3 


A2494 


a7 


CF3 


A2495 


a7 


CF3 


A2496 


a7 


CF3 


A2497 


a7 


CF3 


A2498 


a7 


CF3 


A2499 


a7 


CF3 


A2500 


a7 


CF3 


A2501 


a7 


CF3 


A2502 


a7 


CF3 


A2503 


a7 


CF3 


A2504 


a7 


CF3 


A2505 


a7 


CF3 


A2506 


a7 


CF3 


A2507 


a7 


CF3 


A2508 


a7 


CF3 


A2509 


a7 


CF3 


A2510 


a7 


CF3 


A2511 


a7 


CF3 


A2512 


a7 


CF3 


A2513 


a7 


: CF3 


A2514 


a7 


CF3 


A2515 


a7 


CF3 



H 
H 

Me 
Me 
Me 
Me 
Me 
Me 
CH20Me 
CH2QMe 
CH20Me 
CH20Me 
CH20Me 
CH20Me 
CF3 
CF3 
CF3 
CF3 
CF3 
CF3 
CH20H 
CH20H 
CH2NHBu 
CH2NHBu 
CH2C=CH 
CH2C = CH 
OMe 
OMe 
NH2 
NH2 
NHMe 
NHMe 
CH20Ph 
CH20Ph 
CH20CH2Ph 
CH20CH2Ph 
CH2-morpholino 
CH2-morpholino 
CH=CH-pyridyl 
CH=CH-pyridyl 
C=CPh 
C=CPh 
Ph 
Ph 

C6H4-4-CF3 
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536C 


) A3896 


Bl 


AC 




5401 


/\ooyo 


R?1 


041 


ooo 


A3896 


B1 


041 




5405 


I A3898 


B21 


059 


536S 


> A3896 


B1 


059 




540: 


5 A3898 


B22 


01 


536: 


J A3896 


B2 


C1 




540' 


* A3898 


B22 


05 


536' 


I A3896 


B2 


05 




540! 


5 A3898 


B22 


G41 


536! 


5 A3896 


B2 


041 




540< 


5 A3898 


B22 


G59 


536 


5 A3896 


B2 


059 










536 


7 A3896 


B21 


01 










536 


8 A3896 |B21 


05 











WIBKf& WDLi, ftLDLffi, JVLDL 

» r P P A R T ^ > Stt « 9 , PPAR5»7^X 

2004-3122203 



#M 2003-403274 



^-y. 131/ 



[0149] 

^ifk#wo^»*^^^#ja^*L^*^*i^ s«k 

^;Vy% XfT'J^^y^UKIiv^^-WWWo ^M<D&Mt 

rnrnn, mmmu mm. &&m, v&fw, mmm*M±muLxt>&<, man. 

ft*****, MH?0. 0 5-1 00mg/kg/HT?*5, L < tt 0 . 1 ~1 0 m 
#0 OO5~lOmg/kg/0^^ffiL<liO. 0 1 - 1 m g / k g / B <Dm 



[0152] 

Me 

E t .x.^-;v 

nBu n-^;V 

t B u t e r t 

Ph y*.-)v 

Bn 

Ac T-tef-;V 

Ms — ;v 

TMS f'J^f^v'JJV 

PCC tf'Jy-^A^nn^n^-h 

C D I 1,1'-* frtf—frVJ 5 ^V- >»V 

DBU 1, 8-y7ft'y^n [5. 4. 0] V>7**-7-^> 

DME 1, 2-y^ Ky^^> 

TBS 3 - t e r t -WV>f^*>'J ;V^-^->^^;V 

TFMP 4 — h'j7JV^n^f JV7x-;v 



[0 15 3] 



miiE# 2004-3122203 



mm 2003-403274 



: 132/ 



[it 1 4 ] 



1) LiN(TMS) 2 
(COOEt) 2 

2) NH 2 OH-H 2 0 



R 2 ,< 
R 1 "N/ 



,COOEt 
N 



###01 

5 _ (4_pj7;v;t-n^f;v7x-^) -4 3 ^ 

f)V (R' = TFMP, R 2 = H, 1-1-D 
(gfci- f^6 0mli:'Jf^a (>'J^f;Vy'J;V) T 5 K»» 1 5 m 1 £mi^ 

! 7W »LE£.|i:x-r)H 0 0ml fciJUx.**^ *f ffi Lfe«ffiSra» Lfc*"*- 
XD';^^A^^^l H H Hi:L-C2. 9g#, HCli«lU-rKtf L»t 
Ktt|2 a ^6 1 Omg#fco ^'Jf^t3. 5 g|:x^-H5inl 
t Ko^y;V7 5 V 1 . 2 2 g 4riDx. 2 0 L*: 0 V#M*^ 7jc£*n^> 

fc»il*y'J*Wn7H:itU ^jcf-;v : ^^-y-v (1 : 1) WL> 
^fc&fejgfll b"C 2 . 5 5 g#7Cc W 6 0 % 

( 1 _ 1 _2) ~ (1-1-4) "bRfllte'&'JSLfco 

[0 15 4] 
[$117] 



77 n n 



No 


R 1 


R 2 


NMR 


1-1-1 


TFMP 


H 


1.46(3H,t,J=6.9Hz),4.49(2H,q,J=6.9Hz),7.04(l 
H,s),7.77(2H,d,J=8.7Hz),7.95(2H,d,J=8.7Hz) 


1-1-2 


TFMP 


Me 


1.46(3H,t,J=6.9Hz),2.47(3H,s),4.49(2H,q J J=6.9 
Hz),7.78(2H,d,J=8.4Hz) ) 7.86(2H,d,J=8.4Hz) 


1-1-3 


p-Cl-CsH 4 - 


H 


1.45(3H,t,J=7.2Hz),4.48(2H,q,J=:7.2Hz),6.92(l 
H,s),7.47(2H,d,J=8.4Hz),7.75(2H,d,J=8.4Hz) 


1-1-4 


tf u y > - 

4->f )V 


H 


1.46(3H,t,J=7.2Hz),4.50(2H,q,J=7.2Hz),7.12(l 
H,s),7.68(2H,d,J=6.0Hz) ) 8.79(2H ; d,J=6.0Hz) 



[0 15 5] 

5 _7*n^E- 4 3 - *;v* 4 >iif^r;v (i-2-D 

[0156] 

Mb i 5 ] 

Me COOEt poBfg Me> pOOEt 

/"— " ~"\ 



O^^o" Br 



4 _ ^ f - ;v _ 5 _ * * V - 2 , 5-ytFn-fV^/-JV-3-* 
7f ;V6 4 5 gtt^fyM'J>5 4. 0 gOtft'&WJ* > 'J x-f-frT \ y 5 . 3ml* 

mtiE# 2004-3122203 



mm 2003-403274 

©«tLT7. 3 6g#/:oW8 0% ou *\ 

1 H-NMR(CDCl3) : 1.43(3H, t, J=7. 2Hz) , 2.19(3H,s), 4. 45(2H, q, J=7. 2Hz) . 
[0 15 7] 
[It 16) 



^-v: 133/ 



Me. 
Br 



, e COOEt Me COOEt 



5- (4-f.j7;vtn^;v7x^) v**V-*- 3 
fxf;Vi^f^ (R' = TFMP, 1-1-2) J ^.„_ T 
ffrfr* (1-2-1) 2 4 3 mgtDME6mlC»»U 4 -b'J7W^W 
„ - ;v#n v»2 8 5 m g, Jfe»* 'J9M20mg, P d C 1 2 ( d ppf) 81 m g 

£*nx.. 1 0 ofc7»««»u. *©au^*fc**in*., 

fetf>iNhIf.i:LT2 3 9 mg#/c 0 «8 0% 
[0 15 8] 



[4k 1 7 ] 

COOEt 



NaBH 4 




Rl 5 ^ T f4 M J > H; R ^?n^;UiL;v) --f y**V-*- 3 -***>2£t££ 

1-1-1) 1 Ogt^^^-JHSml t*#L, M*T^ * 
t>iJ7A 3 5 8mg^k, 5 UKK 2 bfco KJStfcfc 1 0 ICS 

^»->'JH"HnvH:#U ftBfcif^:^t^ (1 . 8) t^U 
»lk#***SIkU 8 2 0mg OK* 9 6%) #fco i****^*-^**'** 

S»SU Ml 11-11 3°C(7)|g^^#7to 

(2-1-2) ~ (2-1-9) ^M^^^U^o 
[0 15 9] 



miE# 2004-3122203 



mm 2003-403274 



^-v! 134/ 



1*118] 



No 


R 1 


R 2 


NMR(CDC1 3 ) 


2-1-1 


TFMP 


H 


2.04(lH,t,J=6.0Hz),4.85(lH ) d,J=6.0Hz) ) 6.70(lH,s), 
7.74(2H,d,J=8.4Hz), 7.91(2H,d,J=8.4Hz) 


2-1-2 


TFMP 


Me 


1.97(lH ) t,J=6.6Hz),4.80(2H,m) ) 7.76(2H,d ) J=8.4Hz), 
7.85(2H,d,J=8.4Hz) 


2-1-3 


4-C1- CbH 4 - 


H 


4.82(2H ) s),6.58(lH,s) ) 7.50(2H,d,J=8.7Hz),7.72(2H,d 
,J=8.7Hz) 


2-1 -4 


4- CI- C ft H 4 - 


Et 


1.25(3H,t,J=7.2Hz) ) 2.68(2H ) q,J=7.2Hz),4.80(2H,s), 
7.47<2H,d,J=8.4Hz),7.63(2H,d,J=8.4Hz) 


2-1-5 


Me 


H 


2.30(lH,s) ; 2.42(3H ) d,J=0.6Hz) ) 4.71(2H > s) ) 6.04(lH,q 
,J=0.6Hz) 


2-1-6 


Et 


H 


1.30(3H,t,J=7.5Hz),2.23(lH,s),2.77(2H ) qd ) J=7.5,0.6 


2-1-7 


Br 


Me 


2.03(3H,s),2.06(lH,brt ) J=7.5Hz),4.73(2H ; d, 
J=5.7Hz) 


2-1-8 


^ ;v * U > 
- 4--ov 


Me 


1.98(3H,s),3.35-3.38(4H,m),3.78-3.82(4H,m) ; 
4.60(2H,s) 


2-1-9 


tf'jy> -4- 


H 


2.20(lH,brs),4.85(2H,s),6.81(lH ) s) ) 7.65(2H ) d,J=6.0 
Hz),8.75(2H,d,J=6.0Hz) 



[0 16 0] 
lit 1 8 ] 




N 



OH 



1) O-M 




OH 



###0 5 

3 _ t e r t _^fjvy^ u ;v^-^r->^ 5 - (4 - h V 

^fy*t7-^ (R 1= TFMP, R 2 = H. 2-2-1-1) 

2-1-1) 8 3 1g, t -7"f;V^W^^ n 7^ K5. 
;V3 4 9 g, J£/ft*^V>' 16 0ml <DU&m* 2 ^TO#b/io 

(i : 9) -?»ffiU «lB^b'fr%**ftfe»S * ^ 1 1 - 

1 H-NMR(CDCh) : 0.14(6H, s), 0.94(9H, s), 4.82(2H, s) , 6.68(1H, 
=8.4 Hz), 7. 91 (2H, d, J=8.4 Hz). 
[0161] 

i2ig m&M 

OJ^jHfcft) 
TBSft-R^TFMP, R 2 = Br 

4 _y n ^_ 3 _ t e r t -7°fJVv^ f-;V~>'J ^ * ~> ^ ^ - 5 
o^-^;v^^-;v) ^vW-^ (2-2-2-1) 

3 - t e r t -7f^v^tJVy'J ;V^^->^^;v- 5 - (4- > 
^7^7-^ (2-2-1-1) 9. 50g*r>7tK 

mtE#2 0 0 



^ ;v] ^ ^ y - ( 

6 7 g, >f 3 ^V- 

5 g#fc 0 W9 4 
s), 7.73(2H, d, J 



- (4-h'J "7;V^- 

V7J>tn^f;v7 

077^ 190m 
4-3122203 



003-403274 '• 135/ 

1 K*» Lfco - <vmm~ n - T-J-JV 'Jff A ©■'s** V»« ( 1 • 5 7 M) £ - 7 8 °C 
TM 5^Jtr«STLfeo -7 8«7 0#W«#fc, 9 . 3 6 g*l 0 3-)HtTtf 
T L7- - 7 8 -Ct? 2 WfM«#^ t#fiL 1 0 %Illt >'Jf 

RJS4H*jLLfco W^-^^-eWffl. tef^S* - ?}^ fc2W»Bfe^*">** 
. iET«^^*L> ^|B>fh^%^^<7)^^t LTl 1. 6 g#7to JR^l 0 0% 

°H-NMR(CDCls): 0.16(6H, s), 0.94(9H, s), 4.8l(2H, s), 7.77(2H, d, J=8.1 Hz), 8.1 
8(2H, d, J=8.1 Hz). 

TBS#, R 2 = B r-^R 1 = TFMP, R 2 =^>v^V 

'j7JVtn^f;V7x^;V) -fvW-^ (2-2-2-2) 

I^196mg*Tf7tFn77>2mn:SIU 1, 2-v7n^xr/2 8m 
g^Dit5m ^ n o ^ f ;v^7 > 1 6 m g ^rifflit 5 M#L/«!c ^v;v 
7 6 mg^f f7tFn77>4ml Cl»L> itL*R(Sft^jSTL^o 

;V-5- (4- h 'J ^/l/frn*^?*-*) 'f V V- * (2-2-2-1) 376 
mg ft*^9^AHmg, Hjy?nAJryJV*77r/ (14mg, rf7tF 
n77>4ml«lCiTl3 Ofl-IWfciKLfco RJSfcfc***!]*.. ft**^*^ 
Ok TKisi^jffi^ffiTK-e^. *K"7^^'>-?A-e(aift, «ET«^*Lft» *r 
eWc»y'J*^>7nvM:#U f^^;v : (l : 5 0) 

«^f*fM H B H tLT3 5 8mg#/:o ®8 0%„ 

1 H-NMR(CDCh) : 0.03(6H, s), 0.86(9H, s), 4.13(2H, s), 4.66(2H, s), 7. 14-7. 31 (5H, 
m), 7.67(2H, d, J=8.4Hz), 7.76(2H, d, J=8.4Hz). 
[0 16 2] 

m 3 urn. Mom s , ^ , , 0 , . i , 

4 _^>^;v-5- (4-h'J7;vto^f;v7x-;v) >f v3^v-;v- 3 ->f ;v] * 
(R^TFMP, R 2 = Bn, 2-2-3-1) 
4 _^>^;V-3- (tert-T'f^W^t^^) -5- (4- 
h ij 7 ;Vtn^f;V7x^) /fvW-^ (2-2-2-2) 3_58mg^rWt 
Fn77>8ml«U t e r t-WT^-9A7*t^ K0 8 8ml ( 
lMff7tFn77 ^»80 Srtrait^o ^iTC 1 Bf F^Wt^ ^fcUDx.RJfcfcfl'lhLfc 

«E*«*Lfeo ^^J^H^H^U |^fif;v:A^y (l : 3) tit 
tUU ra^*»M B B H i:LT 2 0 7 mg#fCo W7 8 % e 

1 H-NMR(CDCh) : 4.10(2H,s), 4.62(2H,s), 7. 15-7. 34(5H,m) , 7.70(2H,d, J=8. 7Hz) , 7. 77( 

2H, d, J=8.7Hz). 

(2-2-3-2) ~ (2-2-3-4) <> Htfcfc^JfcLfco 

[0 16 3] 



ffiSE# 2004-3122203 



# II 2003-403274 



^-v! 136/ 



m 1 19] 



No 


R 1 


R 2 


i2ig 


NMR 


2-2-3- 
1 


TFMP 


Bn 


0 U 7. i3 V 


0.03(6H,s),0.86(9H,s),4.13(2H,s),4.66(2H,s),7.1 

4-7.31(5H,m),7.67(2H,d,J=8.4Hz), 

7.76(2H,d,J=8.4Hz) 


2-2-3- 

2 


TFMP 


Br 




2.15(lH,brs),4.82(2H,s),7.49(2H,a,d-o.7hlz;, / . 
98(2H,d,J=8.7Hz) 


2-2-3- 

3 


TFMP 


CH 
O 




3.74(lH,t ) J=7.5Hz),4.89(2H J d,J=7-5Hz),7.88(2 
H.d, J=8. 1Hz). 7.95(2H, d, J=8. 1Hz), 10. 10(lH,s) 


2-2-3- 
4 


TFMP 


SPh 




0.04(6H,s),0.85(9H,s),4.74(2H,s),7.11- 

7.26(5H > m) ) 7.70(2H,d ) J=8.7Hz) ) 8.22(2H ) d,J=8. 

7Kri 



[0 16 4] 
lit 1 9 ] 




##fI16 

[4-y-u^E-5- (4-?nn7 
(R x = 4 -C 1 -CeHi-, R 2 = 
[5- (4-^nn7i^^) - 
3) 2 . 5 1 g tmkt^-Vy 2 5 

i 6 g^in£> 3 0 5MJfc#&> 

mbf;^ tUctKT 1 MTKm^-T- h V 
te 7 K^E@f ^ ^ * "> ^ A M 

1 g#/c 0 JR*4 9% 

(2-3-2) £ i V (2-3- 

[0 16 5] 
[SU 2 0 ] 



Br. 2 - 3 - 1 ) 

^v^ty-;v-3-^JV] (2-1- 

m i (Dmm~, *^tn - f u a t tt < m-f 5 f 2 . 

HTSl-e 1 6 B#r^ b tz 0 Rjfcifc * ? n n * ;v A -c* 

(1 : 2 ) -cfcffl u fllfBtt^ tun. 4 
3) li^nyyftJUfc Lt- ^k3^**fflv^ mm. 



No 


R 1 


R 2 


NMR 


2-3-1 


4-C1- C 6 H 4 - 


Br 


2.18(lH,t,J=6.6Hz),4.82(2H,d,J=6.6Hz) ) 7.49(2H,d,J= 
8.7Hz),7.98(2H,d,J=8.7Hz) 


2-3-2 


Me 


I 


2.11(lH,t J J=6.6Hz),2.47(3H,s) ) 4.69(2H J d,J=6.6Hz) 


2-3-3 


Et 


I 


1.30(3H,t,J=7.5Hz) ) 2.82(2H ) q,J=7.5Hz),4.70(2H,s) 



[0 16 6] 



ffi!E# 2004-3122203 



#1S 2003-403274 



: 137/ 



[ft 2 o] 




MeMgBr 




-^n;^- 2 (2 - 4 - 1 ) 

XrMl-1-2) 1. 03 g Wf7tFD7r/10 m n:||L 

^i/'j*^v^vK:#U Sixf;v:A3ff> (1 . 4) WU ife 



^7 5 % 
Mkjft 12 6-1 
^-NMRCCDCU) : 
[0 16 7] 
[ it 2 1 ] 

Me, 



F 3 C 



2 7°C 

1.71(6H,s), 2. 



38(3H,s), 7.75(2H,d,J=8.4Hz), 7. 81 (2H, d, J=8. 4Hz) 



OH 




CHO 



R 4 MgBr 



F 3 C 




OH 



fl^f^s- (4->'j7;vtn^f;v7x^) ->fyW-^-3-*^ 
2 r o - 1 - 2 ) 1 4 8 8 g SrBtffc* f- V > 2 0 0 m 1 fc»J*U ^ V v- ^ A * 

o?mc#u to^;v:^^> (1 : 4) -CftffiU *fe*>tt**#*» 
^-NMRCCDCh): 2.49(3H,s), 7.79(2H,d, J=8. 1Hz) . 7. 87(2H, d, J=8. 1Hz) , 10.23(lH,s). 

;H -yn;ry-l-tHl/(R 4 = Et, 2-5-2-1) __. 0 
»1I8T#^^ (2 - 5 - 1 - 1 ) 7 6 5mgt**fJ?^D7 7 /2 
0ml rWL - 7 0 1 Mif iV^ y 7 A 7n F 3 L 2 m 1 fix., * *> 

6?Lfca**'>y *^^-7M:#U *«xf^:^t> (i : 3) * 
mit&mttM&^ikt LT 3 4 5 mg#^o W4 0% 

ffi§iE#2 004-3122203 



#m 2003-403274 



^-S>: 138/ 



ra*»t (2-5-2-2) *&J&Vfco 
[0 16 8] 
[S12 1] 



No 


R 4 


NMR 


2-5-2-1 


Et 


1.05(3H,t,J=7.5Hz) ) 1.92-2.04(2H,m),2.30(3H ) s),4.83 
(lH ) t,J=6.6Hz),7.75(2H,t,J=8.4Hz), 7.83(2H J d,J=8.4Hz) 


2-5-2-2 


4-F- C 6 H 4 - 


2.03(3H,s),6.03(lH,s)J.O5-7.11(2H,m) ; 7.42- 
7.47(2H,m),7.73(2H,d ) J=8.4Hz) > 7.79(2H,d,J=8.4Hz) 



[0 16 91 

##151] 9 

( 4 5 v y- 4 -^;v--T v"*-;v- 3 -4 fr) - * 9 ; 

2 - 6 - 1 ) 
[0 17 0] 
[ft 2 2 ] 




^ m ( 2 - 1 - 7 ) 1. 66gWJV5mn:**U 1 4 0 "CC 2 ^flf 

: ^**ry (2:1) T»tBU SCffrffc^fcaElt&oteiS £ tx 1 . 1 4 g# 

fc 0 JR^6 6 %o 

^-NMRCCDCh): 1.98(3H,s). 3. 35-3. 38(4H,m) , 3.78-3.82(4H,m), 4.60(2H,s). 
[0171] 



Mb 2 3] 




r 3 . F 4 



(ASc)MsCI, EtaN 

(b>£)soci 2 , kus; 




##$110 AS (LG = OMs) 

p< * 4 ;v- 5 - (4-h , J7;vto^f;v7x^JV) 

3 _^ ;V ^^; V ^^^ ;l/ (Ri = TFMP, R 2 = CHO, R 3 . R 4 = H, 3-1- 

4b^r% (2-2-4-2) 1. 79g ^m-fb^ fl/>30ml KMM U * > 

7M^V^n5^F0. 6 1 ml. h'JxW^Vl. 3 8mllrlinx., 1 B#R93SM$ 

iU2. 2 1 g#7to tt^C 129-130 9 6 % 

pg»K (3-1-1-2) Sr-fr^Lfco 
[0 17 2] 



mSE# 2004-3122203 



mm. 2003-403274 



^-v: 139/ 



m\2 2\ 



No 


T» 1 


K 


MTV/TR 
lNlVLtt 


3-1-1-1 


TFMP 


CHO 


3.21(3H,s),5.58(2H,s), 7.88(2H,d,J=8.4Hz),8.01(2H,d, 
J=8.4Hz) ) 10.14(lH,s) 


3-1-1-2 


^ ;i/ * 

> - 4 - 


Me 


2.01(3H,s),3.05(3H,s) > 3.38-3.41(2H l m),3.79. 
3.82(2H,m), 5.16(2H,s) 



[0 17 3] 

###!! 11 Bft (LG = C1) 
3-^nn^fjV-5- ( 4 - ^ n n 
H4, R 2 = H, R 3 = H. R 4 = H, 3 
[5- (4-?nn-7x^V) - 
- 3) 1 . 7 3 g. ^nn*;VA 3 0 
fcf V v > 6 3 0mg^oo*;VA2 

#L, fESfe-x^ : (l : l 

izo W9 2% 

(3-1-2-2) ~ (3- 
[0 17 4] 



7x-)V) -^V^r^y-;V (R 1 = 4-Cl-Ce 
-1-2-1) 

v^t7-^-3-^f^] -*9J—fr (2-1 
miwi$PMft^;v2. i g fctn*-. tK^T 

m 1 <D\Wm 3 ^«To £S-C 5 0# PIlffL/Co 

£ L fco # & tifc^S S: V U * ^ * n ^ Mi 
) T?»ffiU «IB<t^^^ H B H tL-Cl. 7 2g# 

1-2-15) 0>ffrfr'»*:#JftLfco 



tBIE^ 2004-3122203 



#MI 2003-403274 



^-v! 140/ 



[$12 3] 



No 


R 1 


R 2 


R 3 ,R 4 


NMR 


3-1-2-1 






H H 

11)11 


4.64(2H,s),6.63(lH,s),7.46(2H f d,J=8.4 
Hz),7.73(2H.d.J=8.4Hz) 


3-1-2-2 


TFMP 


H 


H,H 


4.66(2H ! s),6.45(lH ) s),7.75(2H,d,J=9-0 
Ht> 7 91C2H d. J=9.0Hz) 


3-1-2-3 


TFMP 


Me 


H,H 


2.33(3H,s) ) 4.65(2H,s) ) 7.76(2H,d,J=8.7 
Hz),7.85(2H,d,J=8.7Hz) 


3-1-2-4 


TFMP 


CHO 


H,H 


4.89(2H,s),7.87(2H,d,J=8.7Hz) ) 8.03(2 
TT A J=« 7TTt> 10 17flH,s) 


3-1-2-5 


TFMP 


Me 


H,Et 


1.15(3H,t,J=7.5Hz),2.30(2H ; qd,J=7.5, 
7.5Hz),4.93(lH,t,J=6.6Hz),7.76(2H,t, 
t_q 7 83C2H d. J=8.4Hz) 


3-1-2-6 


TFMP 


Me 


H.4-F- 
C 6 H 4 - 


2.14(3H ) s),6.62(lH,s),7.07- 

7.13(2H ) m),7.50-7.55(2H,m), 

7 7^C2TT H J=8 4Hz s ) 7 81(2H,d, J=8.4H 

z) 


3-1-2-7 


TFMP 


orn 


TT TT 

ri,rl 


4.55(2H,s),7.13- 

7!27(5H!m),7.73(2H,d,J=8.7Hz),8.25( 
oxqr ^ J = Q 7Ht:^ 


3-1-2-8 


TFMP 


Bn 


H,H 


4.15(2H,s) ) 4.41(2H,s),7.15- 
7.35(5H,m),7.71(2H ) d,J=8.7Hz),7.78( 
2H d J=8.7Hz) 


3-1-2-9 


4-Cl-C 6 H 4 - 


H 


H,H 


4.64(2H ) s),6.63(lH,s) ) 7.46(2H,d,J=8.4 
TT 7 i 7 7S^2H d J=8.4Hz) 


3-1-2-10 


4-Cl-C 6 H 4 - 


Br 


H,H 


4.46(2H,s) ) 7.50(2H,d,J=8.7Hz),7.99(2 
H,d,J=8.7Hz) 


3-1-2-11 


4-Cl-C 6 H 4 - 


Et 


H,H 


1.28(3H,t,J=7.5Hz),2.72(2H,q,J=7.5H 
z),4.64(2H,s),7.47(2H,d,J=8.4Hz),7.65 
C2H,d,J=8.4Hz) 


3-1-2-12 


Br 


Me 


H,H 


2.06(3H,s),4.56(2H,s) 


3-1-2-13 




H 


H,H 


4.66(2H ) s),6.85(lH,s),7.67(2H,d J J-6.0] 
Hz) ) 8.77(2H,d,J=6.0Hz) 


3-1-2-14 


Me 


I 


H,H 


2.49(3H,s),4.53(2H,s) 


3-1-2-15 


Et 


I 


H,H 


1.31(3H,t,J=7.5Hz) ) 2.83(2H,q J J=7.5H 
z)4.53(2H,s) 



[0 17 5] 

^f;v] -*9 J-fr (3-2-1) 

[0 17 6] 
Mb 2 4 ] 



F 3 C 




F 3 C 




2004-3122203 
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^-v: 141/ 



# )V^)VTK F (3-1-2-4) 2 0 3 mg^^-^5ml ©»»PMT, 7X« 



(l : 3) Ti#m U «lB4b^ 

[0 17 7] 
Mb 2 5] 




«0" 



ifcighS L"C 2 10 mgf^o 8 7 % 



„COOR 17 




[§£WJ 1 1 

[0 17 8] 

|2-^;V-4- [5- (4-h'J7*WWx^) "^"^^f"^" 
^ ;v>h ^~>] -7x.;*z,\ -ii^fJVxXriV (R 1 = TFMP> R 2 = R =R = 

H. R-2-Me, R 17 =Me> a - 1-D 

(2-i-D 2 4 3 mg. h'J7x-;^X7r/2 6 6mg> 4-j^nn*;V*_- 
)V _ 7x y^y) -^f;Vx^rJH7 6mg> fcf >7tFn77>8mH:M 
-K- 1 i ' _ (ry^A;V^)V) v tf^V v > 2 5 2 m g £iOx.> ov^tlfit" 2 OJt 

(1 : 2) -CigffiU ««M H B B tt-C2 7 0mg («6 4%) f»fco 
l|3i^ 6 4 % o 

^tL^s«^^^-^^^>^^w^s*s H H a -r^ tm*i 07-10 9°c(Dffi£h& 
mmw 2 1 

[0 17 9] 

(a -2m 

m 2 6 ] 




R 1 ' "CT 
LG = CI or OMs 



.COOR 17 




, .COOR 17 
R 10 



, 2 _^ f . ;v _4_ [ 5 - ( 4 -FU7^n^f)V7x-iV) - A V 3 !- 

^v^f;v^;v77-;v] -7a,y*~>} -»»if^x^f^ (r^tfmp, R - 

r3 = r 4 = Hn R , 2 -Me, R 9 = R 10 = H. R 17 = Et. «-2-l) 



3-^nn^fjV-5- (4->'j7JVtn^f^7x-;V) -^fvW-A' (3- 
1 - 2 - 1 ) 2 7 7 mg, (4-^^7^-2-^f^-7x7dr^) -SS lf ^ x 
^r;V 2 5 5 mg*T-feh-hU^5ml i:§tfL> #£ISHr~>*A7 4 Omgtt^ 8 

g^5v#^^ttvM-ttU ||xf;v:^t7 (l : 6) -cfcffiU #fe<7)^ H B H 

mtE# 2004-3122203 



mm 2003-403274 



s<-y : 142/ 



5 8mgflfc. HftjflC e 3-6 4t «7 5% 
[*Jfc« 3 ] 
[0 18 0] 

(a -3m 

[ft 2 7] 

Me Me 
Jv^O^COOEt X^O^COOEt 

Hal = Br, I 

[2 -^f-;V-4- [4- (4-HJ7;^D^fM>'») - 5- (4->V7Jl'* 

n^fjv7x-;v) ^v^ty-^-3-^^W^7 7-;v] 7x^y]ftt^ 
fj VxXf^ (Hal=Br, R 1 = T FMP > R^4->>J7^n^M>vX 

a i4Tl ) lmg^xh9iiKn^9>2mncM^L, 1, 2-y7n^>16m 

_ w 7;vtn^fM^y>7n? F2 9 7 m g *Dnx.. 3 O^HSSlELfco 

U- [4-rnt-5- (4->V7;vtn^f;V7x-^) ^v^y-JV- 

2 2 ) 3 0 0mg,»?y7A6nig, hijy^nA^y;v*^7 0 1 6mgM 
£4 5MIt/:o Rj&fcfc****.. H«:^*T»ffi, ** ± rj=«n 

; Ki^:a^^ (1 : 9) «U fIIB^^**S^ H B H i:UT 2 3 9 mg# 

fc 0 W*6 8 %o 
[«15U 4 ] 

[0 18 1] 
(a -Am) 
[ft 2 8] 



Me 



Me 



OHC N 




XT 



J^/O^COOR 17 J^O^COOR 17 



j4 _ [4 _/ W 5 5- (4-HJ7;vtn^f;v7x-;v) ->fv** 

y L ;V _3-^;v^f-i^JV77-;V] _ 2 -^^;V--7^y^r->} "Htert-7 
(R 1 = TFMP, R 2 = CH 2 NHnBu. R 17 =tBu, «-4-l) 
^© ( fl -2 - 1 6) 2 3 8m g, n -7Wr/4 3 m g * ^ 9 J - * 6 m 1 K 
mmL IST2 6mmMW^fz&, ft* h 'J 7 A 3 6 m g l SIFIlff 

f /! kj5*fc:**ai*., ?no*^A«, ftftttt*^ t*i»^n'>f 

(1 : 6) titfiL, «fBflS^W*«Sfe^>t*^«^^^ 2 2 5mg#fc 0 JR. 

s|S 8 5 % 

[0 18 2] 

miiE# 2004-3122203 
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^-y: 143/ 



)VX.7.Tfr {a- 4-2) fc#fco 
[0 18 3] 

( * - 5 m 

Ut2 9] 



OH 




CX ^COOEt 



NaH, Mel 



OMe 



NaOH 



F 3 C 




Me 



(X ^COOH 



l4 _ [4 _^ h^>^;v- 5 - U-hV^tf-n*-^?*-*) ->fvW- 

;v _ 3 -jfr* v] - 2 -^f^-7jy^>! -Wftfc (« - 5 - l) 

y_ ;V _ 3 _^;V^ -2-^f;V-7i^'>i -ftixf^x^riV («-2 

-11) 210mgOff7tFn75>3ml ^?t^7X*^^ H^Al 9mg»x 

1 smite, ai-esiwwu. r**«k*, **;**"iJ5!;*S;f? 

«y'J^>^^M:#U (2 : 1) c»fflU WbBIC 

k^^tLtl 7 Bmg#ft. JR*8 6%o V7nk)Vx 



[H« 6 ] 
[0 18 4] 

( « - 6 m) 

lit 3 0 ] 



F 3 C 




OBn 



1)BrCH2COOMe 
K2CQ3, Kl 

2) LiOH 




/— COOH 



(3-1 4^vW/-3-^^7x^) -2- [4-^f-;V-5- (4- 
Hj7iVtn^JV7xx;v) _^y^>,/-;v-3-^v^;v] - 3 -**v-yu 

\L * >iif;vx^rJV (a — 6-1-1) 

ffi|E# 2004-3122203 



mm 2003-403274 



144/ 



-s<yVfr** s s- 3 -^;v--7^-;v) - 3 -^v--/* tr*>afti^«x^ 
3 7 5mgOf F7tF077 > W 6 m 1 * 1 5 #|fln?i*T tfc 0 Ifi^I L 3 - ^ n 
n ^^ ;V _ 3 _^^;v-5- (4 - > <; 7;v^n^^;v-7^.^;v) -^y^tv-^ (3 
-1-2-2) 276mg. i 'J f A 1 8 7mg4:llD^ nBtfttlSL^o 

ij^^HovhCftU ffi»if^:^tf (1 : 2) «U $RfBflS##r*:&'fe 
fittW tLt 5 3 0mg #fCo JR* 9 6 % 
[0 18 5] 

! _ (4-tFn^fy-3-^f)V-7x-JV) -3- [4 5 - (4-hV7 

;vtn>(f;V7x-;v) - W V 3 - >f ;v] -7n;r/-l-t> (a- 6- 

2-1) 

±|aT'#P>tL7t^^x;V ( a - 6 - 1 - 1 ) 530mg «4m 1 , 1.2m 

»^'J*^?nvK:fij-U iixf;v:A^t'/ (1 : 2) T»ffiU HsB^t 
U2 1 Omgftfco W5 8%o Ztl*mWt^^-^*^> <7 >m.& 

1 HNMR(CDCl3):2.26(3H,s) ) 2.27(3H, s).3.07(2H, t, J-7. 8Hz) ,3.48 (2H,t,J=7. 8Hz), 6.81 (1H 
, d, J=8. 4Hz) , 7. 74-7. 85 (6H, m) . 
[0 18 6] 

(2 4 - |3- [4 5 - (4 - 7;vtn^f ;V7x^V) ->r 

6 - 3 - 1 ) 

iE^&^^xy-M^* (a - 6 - 2 - 1 ) 13 0mgi^f^M7^ 
FSmlOitl^n^t^f^fiVS 5mg, if*'J7A50mg, J: Mfc# 
'j7A9mg^i/:f> S^t?70f^»b/io ^«*^?^n*^Af» 

tB Lfco « «tk -e^^ m*Mwc? r ^->7A -cie* , mm * Ltz Q m 

St->';*Wn7H:#U iixfjv;A^t> (l : 2) SlB^t) 
^ B UU14 0mg#/:o W9 3% c - fLfcffl*^*- 4 V T'n t?;i^- rJVO 
^Mt'Si H H H U *£ & £ # tz o 

[0 18 7] 
i4Ii TJHtK^M 

( 2 -^f-;v-4- 13- [4 5 - (4->'J7Kn^f^7x^) ->f 

y ^^->/_;V_ 3 -7°ni;t-;H -7x7^y) -g^m (a -6 -4-1) 
ilfii* (a-6-3-1) 130mg*f h5tKD77>'4. 5ml 

i M*BMbU ^ AtJcMO . 5 7ml tllliil^ 1 ^"CtIc 
<$- 7 fcT\ lMSfi:t^DL/;„ fcffiT****WU U *^T#rttt 

Lfc&iRfca^l^MSBtt^* 1 1 0mg#fco »8 7 % Q - tL«rft»^f-^- W V 

[0 18 8] 



ffiSE# 2004-3122203 
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^-v! 145/ 




[0 18 9] 

( a - 7 m 

W> 1 ~X30k 

_ jV _ 3 _^ jV ^f ; vx;V77-;V] 7i-;P] T-feh-h 1 ;^ (R = CF 3 > X^S, 

X 2 = CHk «-7-l-l) v , . 

3 5- (4-HJ7;vtn^f;V7x-;v) ^v^tv 

_ ;v (3 _ 1 _ 2 - 3 ) 2 2 5 mg. (4-^V*7^-2-^iV7x-JV) 

h»jJH40mg, »v7A 5 8 5mg, 7t>-FV*5mlO«mjIJ2 

' h;v^>:»^.^;v (9 5:5) T?»iilU Slfrffc^&frfe^li t tT 3 0 0 m g 

^-«cSl 9 3) 2 :°t29(3H, s), 2.3K3H, s). 3.63(2H, s), 4.14(2H, s). 7. 26-7. 28 (3H, 
m), 7.74(2H, d, J=8.4Hz), 7.82(2H, d, J=8.4Hz) 

- ;V ) ^ v ^ t >/_;v_3-^;v^ h^y] T -t h - b V ;V (a- 7- 1-2 

N X x = 0) »W8 8%, Rf = 0. 25 (^vm^WV-F.M 
: ^^-9->= 1 : 3"CSIS) o 
[0 19 1] 

N _ tl?n ^_ 2 _ [2 _^ ;v _ 4 _ [ 4 -^;v-5- ( 4 -pj7^n^;v 

a - 7 - 2 - 1) 

tti|E# 2004-3122203 



#M 2003-403274 



^-v : 146/ 



>/_;v_ 3 -^;v^f;^;v7 r~;v] 7x-;v] r-feh-HJ*' («-7-i-D 3 
OOmg Kn^->;V7 5>m2 5 9mg. 2 8%t>'JfA> h*>-F 0. 7 
6ml ^;-iHOml Otl^fe £20 ISllt^o «JET#*«r«* « 

fcBET*«*S*bfco «IB<b^*^fe*&SfcbT 2 9 9mg#/:o W9 2% 
iM^SfctN [2-^f-;V-4- [4-^^-5 - (4 - h 

U _ 7 _ 2 -2, X^O) «!/:o JR*5 7% 
[0 19 2] 
W> 3 X® 

3 _ [2 _^ ;v _4_ [4-^^;V-5- (4-PJ7)Vtn>f)V7x-;V) >f V * 
t , / _ jV _ 3 _^V^ W ^77^] ^>v;v] -4H- [1, 2, 4] t^ti^T 

y- ;v— 5— — 1) 

N-KKn^>-2- [2-^f-;V-4- [4-^^-5- (4-Hi7;vin^ 
;V7l -;v) ^v^ty-^-3-^MfWiV7r-JV] y^-;v] T^hT5v> 
( a -7-2-l) 2 9 9 mg, 1, 1* ?r/-iH 2 3mg, 1, 

[5 4 o] 7yf-fe-7-x>4 19mg, f f7t Fn77> 1 0m 1 

7ici3j:^l^n^7jc^», ftt-r^i/^A-e^ *ET***S*Lfco »*t 
y^^>7n^M:#U : W^^;v (9 5 : 5) -CfcFffiLfco fcrfcfr*:* 

ij^y-feh^J: ^Sfe H B H UIIB4k^^^^ H B ^b-Cl 3 3mg#/:o «4 2 % 0 

vmm 8 1 

[0 19 3] 

3 1 j2-^f-;V-4- [4-^;V-5- (4-hU7J^D^f;V7xa;v) --fy 
^^^S-^jv^h^y] -^y-y;vl -4H- [1, 2, 4] *W7V>- 

5 N^Fnil-2-V2-^f-^-4- [4 5 - (4-f'J7)Vtn^f 
, V7l z;V) >fvW-^-3-'f^^>'-^] 7x^] 7*>75V> («-7 
-2-2) lOOmg ^f;v7n^7"bf-f5 5mg, »'>7A15 5mg, y 
^;v*;VAT5 F3m 1 ©i!^W*£iftT2 1 0 0t-eiM#U/c o RfS 

^ b - > ij ;v ( 9 5 I 5 ) -CY#£ti LWfBtt^ £fML*Sii. L"C 4 0 mg#/:. 4£* 3 7 

[HJfcfl! 9 ] 
[0 19 4] 



( p - 1 ft) 
Ufc 3 2 ] 




^ R R LiOH^fcliNaOH OA^ 

JPn 



|2-^^;v-4- [5- (4-f'J7JVtn^f;v7x-;v) ->f y*^y-;v- 3 - 

mSE# 2004-3122203 
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: 147/ 



.f ;v^;v*;v7r-^] -7W*~>| -WW. (R 1 -TFMP> R 2 = R 3 = R 4 = R 9 
= R 10 = H. R=2-Me, X 1 = S , £-1-2) 

\2-**fr-4- [ 5 _ (4-h'j7;^n^f;v7x-;v) ->fv^fy-^-3 

->f WW ;V7r --7*.J**A ^XT* (a-2-1) 226 

mB*f >5tKB75 , /5ml fc«F»U 1 MjfcBKfc 1 ; ffAlml fcillx- S?UT 1 

frfcftfco i^^^^^-;V-7XJ:^S*§ H B H Uiia^^* 2 0 6mg»fco t¥9 7% 
[0 19 5] 

[0 19 6] 
[S12 4] 



R 1 



J3 



.COOR 1 



No 




R1 


R2 


XI 


R3,R4 


R17 


" mp 


NMRCCDCI3 or DMSO-d6) 




a-1 




H 


O 


H,H 


Me 


107-109 


2.29(3H,s) l 3.80(3H,s),4.61(2H,sX5.15(2H ? s) f 6.6 
6(1H f d r J=9.0Hz) ? 6-74(1H 7 s),6.75(1H,dd,J=9.O f 3 
.0Hz) r 6.85(1H,d,J=3.0Hz),7.74(2H f d,J=8.1 Hz).7 
.91(2H,d,J=8.1Hz) 


a -1-2 


ar-1 




Me 


O 


H,H 


Me 


oil 


2.29(3H f s),2.32(3H r s),3.80<3H f s),4.61(2H r s)5.1 
3(2H,s),6.67(l H,d t J=9.0Hz) f 6.79(1 H,dd, J=9.0,2 
.7Hz),6.86(1 H,d,J=2.7Hz)J.75(2H t d,J=8.1 Hz),7 
.84(2H,J=8.1Hz) 


or -1-3 


or-1 




Me 


O 


Me,Me 


Me 


oil 


1.76(6H,s) f 2.2CK3H,s) f 2.37(3H f s) f 3.78(3H,s) > 4.5 

6(2H,sX6.49-6.50(2H,m), 

6.67(1 H,m),7.75(2H,d J=8.1 Hz),7.84(2H,d, J=8.1 

Hz) 



[0 19 7] 



£H|E# 2004-3122203 
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^-v! 148/ 



[$12 5] 




No i 




R1 


R2 ! 


<1 


R3.R4 F 


*17 r 


np 


NMR(CDCI3 or DMSO-d6) 


a -2-1 


a -2 




H 


S 


H,H E 


c 

Et 


>il 


l.28(3H,t f J=7.2Hz),2.24(3H,s) t 4.05(2H f s),4.25( 
>H,q,J=7.2Hz),4.61 (2Hs),6.53(1 H,s),6.6H1 H,d, 
J=8.1 Hz),7.1 7(1 H.dd, J=8. 1 ,2.1 Hz),7.23(1 H,m),7 
72(2H,d J=8.1 Hz),7.86(2H,d, J=8.1 Hz) 


Of -2-2 


or -2 




Me 


S 


HH ! 


( 

Et 


53-64 


l.29(3H,t,J=7.2Hz),2.23(3H,s),2.24(3H,s),4.03( 
2H,s),4.25(2H l q,J=7.2Hz),4.61 (2H,s)6 .6 1 ( 1 H,d, 
J=8.4Hz),7.1 8(1 H,dd,J=8.4,2.1 Hz) f 7.23(1 H,J=2. 
1 Hz),7.74(2H,d, J=8.1 Hz),7.82(2H,d, J=8.1 Hz) 


Of -2-3 


or -2 




H 


S 


H,H 


Et 


oil 


1.28(3H,t,J=7.2Hz),2.24(3H,s),4.05(2H,s),4.25( 
2H,q,J=7.2Hz),4.62(2H,s)6.61 (1 H,d,J-8.4Hz; r 6. 
62(1 H,s)7.16(1 H,dd,J=8.4,2.1Hz),7.23(1 H,J=2.1 
Hz),7.60(2H,d,J=6.3Hz),8.73(2H,d,J=6.3Hz) 


a -2-4 


a -2 


c 


Me 


S 


H,H 


Et 


58-59 


1 .30(3H,t,J=7.2Hz),1 .91(3H,s)2.25(3H,s),3.34(4 
H,t f J=4.8Hz),3.79(4H,t f J=4.8Hz),3.87(2H l s) f 4.2 
6(2H,q,J=7.2Hz),4.61 (2H,s),6.62(1 H,d,J=8.4Hz) 
,7.71-7.22(2H,m) 


Of -2-5 


a -2 




Me 


O 


H.H 


Me 


1 1 9—1 1 Tl 


1 99(3H s)2.27(3H,s),3.37(4H,t,J=4.8Hz),3.78- 
3^81(4Km),4.60(2H,s),4.93(2H,s) ( 6.65(1H f d,J=8 
.7Hz),6.76(1 H,dd, J=8.7,3.0Hz),6.83(1 H,d J=3.0H 

z) 


or -2-6 


or— 2 




Me 


s 


HH 


Et 


oil 


1 .28(3H,t,J=7.2Hz),2.1 9(3H,s),2.24(3H,s),4.01 ( 
2H,s),4.25(2H,q, J=7.2Hz),4.61 (2H,s)6.61 (1 H,d, 
J=8.7Hz),7.1 8(1 H,dd,J=8.4,2.4Hz) f 7.22(1 H,J=2. 
4Hz),7.46(2H,d,J=8.4Hz),7.63(2H,d,J=8.4Hz) 


a -2-7 


a -2 




a 


s 


H.H 


Et 


oil 


1.29(3H,t l J=7-2Hz),2.22(3H,s),3.93(3H f s) f 4.25( 
2H,q,J=7.2Hz),4.61(2H,s)6.58(1H,d,J=9.0Hz),7. 
12-7.l4(2H,m),7.26-7.32(5H,m),7.42- 
7.45(4H,m) 


(2-2-8 


a -2 






s 


H.H 


Et 


oil 


1.29(3H,t,J=7.2Hz),2.21(3H,s),3.93(3H,s),4.25( 
2H,q,J=7.2Hz),4.61 (2H,s)6.57(1H,d,J=8.1 Hz),7. 
07-7.1 2(2H,m),7-29- 
7.46(6H,m),7.70(2H, d ( J=8.1 Hz) 


a -2-9 


a -2 




Me 


s 


H.Et 


Et 


oil 


" 1 07(3H,t,J=7.5Hz),l .28(3H,t,J=7.2Hz),1 .98- 
217(2H,m\ 2.21(3H,s),2.26(3H,s),4.03(1H,dd, 
J=8.4,7.5Hz),4.24(2H,q,J=7.2Hz),4.60(2H,s),6.5 
7(1H,d,J=8.1Hz),7.09- 

7.1 4(2H,m),7.74(2H,dJ=8.4Hz),7.81(2H,d I J=8.4 
Hz) 


a -2-1 


0 at -2 




Me 


s 


H, 

4-F-C6H' 




oil 


1 28(3H,t,J=7.2Hz).2.09(3H,s),2.20(3H,s),4.22( 
2H q, J=7.2Hz),4.60(2H,s),5.28(1 H,s),6.55(l H,d, 
J=8.4Hz), 6.95-7.03(2H,m),7.06~ 
7.14(2H.m),7.32- 

7.38(2H,m),7.73(2H l dJ=8.4Hz),7-80(2H l d,J=8.4 
Hz) 



[0 19 81 



miiE#2 004-3122203 



mm 2003-403274 

m 1 2 6 1 



^-v: 149/ 



ViO 




R1 


R2 


X1 


R3.R4 


R17 


mp 


NMRCCDCI3 or DMSO-d6) 


Qf-2-11 


Of -2 






S 


H,H 


Et 


oil 


1 .28(3H,t, J=7.2Hz),2.23(3H,s),4.1 1 (2H,s),4.24( 
2H,q, J=7.2Hz),4.61 (2H t s) f 4.66(2H,s) f 6.60(1 H,d, 
J=8.4Hz),7.1 5(1 H.dd, J=8.4,2.4Hz)J.22(1 H,d, J= 
2.4Hz),7.77(2H,d,J=8.1Hz),796(2H,d,J=8.1Hz) 


a -2-1 2 


Of -2 






s 


H,H 


Et 


oil 


1 .29(3H,t, J=6.9Hz),2.23(3H,s),3.82(2H,s) 7 4.1 0( 
2H,s),4.25(2H,q,J=6.9Hz),4.61(2H,s),6.6Q(1H,d, 
J=8.4Hz),7.11- 

7/73(7H,m),7.68(2H,d,J=8.1Hz),7.76(2H,d,J=8.1 
Hz) 


a -2-1 3 


a -2 






s 


H.H 


Et 


oil 


1.29(3H,U=7.2Hz)Z23(3H,s),3.96(2H,s),4.25( 
2H,q, J=7.2Hz),4.60(2H,s),6.59(1 H, d, J=8.1 Hz),7. 
07- 

7 28(7H m) 7 70(2H d J=9.Hz),8.22(2H,d,J=9.0 
Hz) 


ar-2-14 


a -2 


Me 


I 


s 


H.H 


Et 


53-54 


1.29(3H,t,J-7.2Hz) f 2.24(3H,s),2.44(3H,s),3.92( 
2H,s),4.26(2H,q,J=7.2Hz),4.61 (2H,s),6.61 (1 H,d f 
J=8.4Hz),7.1 7(1 H r dd, J=8.4,2.4Hz),7.1 9(1 H,d, J= 
2.4Hz) 


a -2-1 5 


a -2 






s 


H,H 


Et 


oil 


1.29(3H,t,J=7.2Hz),2.25(3H,s),2.92- 
2.99(4H,m),3.79(2H,s),4.26(2H,q,J=7.2Hz) T 4.61( 
2H,s),6.61(1H,d,J=8.4Hz),7.09- 
7.26(7H,m),7.70(4H,s) 


a -2-1 6 


a -3 




OHC- 


s 


H r H 


tBu 


oil 


1 ,47(9H,s),2.24(3H,s),4.28(2H,sX4.51 (2H,s),6.6 
0(1H,d,J=8.4Hz),7.18- 

7.24(2H,m),7.84(2H,d,J=8.7Hz),8.03(2H,d,J=8.7 
Hz),tO.10(1H,d,J=0.6Hz) 



[0 19 9] 



ffifiE# 2004-3122203 



!H2 003-403274 



150/ 



[S12 7] 



Ft? 




,oOC 



N 



No 



R1 



F 3 C 



X7 



R2 



X1 



or -2-1 7 



a -2 



M« 



FoC 



xr 



a -2-1 8 1 a-2 



Me 



F 3 C 



IT 



R3.R4 



q; -2-1 9 1 a -2 



Me 



F 3 C 



a -2-20 a -2 



Me 



a -2-21 a -2 



Br 



a -2-22 Of -2 



FoC 



Br 



R 9 R 10 



mp 



Me 

^CT^COOEt 



H,H 



oil 1 23(3H,t, J=7.2Hz),1 .66(3H,d.J=6. 
9Hz).2.22(3H,sX4.02(2H t s) f 4.20(2 
H,q,J=7.7Hz),4.71 (1 H,q,J=6.9HzX6 
79(2H,d,J=9.0HzX7.33(2H,d.J=9.0 
HzX7.74(2H.d,J=8.1HzX7.82(2H,d, 
J=8.1Hz) 



O COOEf 



H,H 



nPr 
O^COOEt 



NMR(CDCI3 or DMSOd6) 



oil 



oil 



H.H 



oil 



„COOEt 



H.nPr 



..COOEt 



H.H 



^COOEt 



H,H 



1 .06(3H,t J=7.2Hz) t 1 .23(3H,t, J=7 

2Hz).1.93- / v 

2.02(2H,m).2.22(3H,s),4.03(2H t s),4 

.16- 

4.23(2H,m)A51(1H.t,J=6.3Hz),6.8 
0(2H.d f J=9.0Hz).7.32(2H,d,J=9.0H 
z),8.1 3(2H,d,J=8.4HzX7.82(2H t d t J 
=8.4Hz) 



0.97(3H,t,J=7.2Hz),1 .23(3H,t J=7 

2Hz),1 .48-1 .57(2H,m),1 .86- 

1 .96(2H,mX2.22(3H,sX4.02(2H f sX4 

.19(2H,q f J=7.2HzX4.54- 
4.58(1 H,mX6.79(2H,d,J=9.0HzX7.3 
2(2H,d,J=9.0HzX7.74(2H,d,J=8.1 H 
zX7.81(2H,d,J=8.1Hz) 



0.90(3H,t, J=7.2HzX1 .27(3H,t f J=7. 
2Hz) 1 55— 

1.62(2H.m),2.22(3H,s),2.59(2H,t.J 
=7.5Hz),4.02(2H,s).4.24(2H,q.J=7. 
2Hz).4.61(2H.s).6.62(1H,d,J=8.1H 
z).7.17- 

7.22(2H.m).7.74(2H.d,J=8.3Hz).7.8 
1(2H,d.J=8.3Hz) 



55-57 



..29(3H,t,J=7.2Hz),2.24(3H.s).4.0 
2(2H.s),4.25(2H.q,J=7.2Hz),4.61(2 
H,s),6.61 (1 H,d,J=8.4Hz).7.1 9- 
7.26(2H,m),7.48(2H.d.J=9.0Hz),7.9 
8<2H,d,J=9.0Hz) 



1.30(3H,t.J=7.2Hz),2.25(3H,s),4.0 
4(2H.s).4.25(2H,q.J=7.2Hz).4.61(2 
H,s),6.62(1 H.d, J=8.4Hz),7.1 9- 
7.23(2H,m).7.77(2H.d.J=9.0Hz),8-1 
6(2H,d,J=9-0Hz) 



[0 2 0 0] 



miiE# 2004-3122203 



#11 2003-403274 

m 1 2 s i 



151/ 




No 




R1 


R2 


X1 


R3.R4 


Di 7 


mp 


[mMKvOUUIi) Or L/fvloU Q0.J 


a -3-1 


Of -3 


Me 


1 3^ 


s 


H.H 


Et 


oi) 


1 .30(3H,t, J=7.2Hz),2.21 (3H,s),2.40(3H 

s),3.98(2H,s),4.26(2H.q,J=7.2Hz),4.61(2 

H.s).6.56(1 H,d,J=8.4Hz),7.06- 

7.1 2(2H,m),7.41 <2H,d,J=8.1 Hz).7.68(2H 

,d,J=8.1Hz) 


Of -3-2 


tt-3 


Me 




0 


H,H 


Me 


105-107 


2.25(3H,s),2.48(3H 1 s).3.78(3H,s),4.59(2 
H,s),5.01(2H.s),6.61- 
6.72(3H,m),7.50(2H,d,J=8.4Hz).7.68(2H 
,d,J=8.4Hz) 


Of -3-3 


a -3 




jQ" 


s 


H,H 


Et 


oil 


1.28(3H.t f J=7,2Hz).2.21(3H.s),3.94(2H. 
s),4.25(2H,q,J=7.2Hz),4.61(2H,s),6.57(1 
H.d.J=8.4Hz).6.90(1H.d.J=9.0Hz) l 7.07- 
7.12(2H.m),7.43(3H,m).7.56(2H,s).7.72< 
2H,d,J=8.4Hz) 


or-3-4 


(2-3 






s 


H,H 


Et 


oil 


s).4.25(2H.q,J=7.2Hz).4.61(2H,s).6.58(1 

H.d.J=9.0Hz),7.09(2Hm\7.51- 

7,74(8H.m) 


Of -3-5 


Of -3 






s 


H.H 


Et 


oi) 


1.29(3H,tJ=7.2Hz),2.23(3H,s).3.83(2H. 
s).4. 1 2(2H,s),4.25(2H,q).4.6 1 (2H.s),6.59 
(1 H.d. J=8.4Hz),7.09-7.1 4(6H,m),7.7 1 - 
7.72(4H,m) 




flf-3 






s 


H.H 


Et 


oil 


1 .28(3H,t,J=7.2Hz),2.1 9(3H.s).4.13(2H. 

s),4.24(2H,q,J=7.2Hz),4.56(2H,s),6.58<1 

H,d, J=8.4Hz),7 .23(3H.m),7.4 1 - 

7.42(2H,m),7.52- 

7.55(2H.mX7.77(2H.d.J=9.0Hz), 

8.30(2H,d,J=9.0Hz) 


Of -3-7 


Of -3 






s 


H.H 


Et 




Rf=0.34 (EtOAc:Hexane=1:3 


Of -3-8 


Of -3 






s 


H.H 


Et 


oil 


1.29C3H. t. J=7.2 Hz). 2.22(3H. s). 
3.83C2H. s). 4.15(2H, s), 4.25C2H, q, 
J=7.2 Hz). 4.6K2H. s), 6.59(1 H. d. 
J=7.8Hz), 7.09-7. 12(2H. m), 7.23(2H. 
d, J=8.1Hz), 7.55C2H, d. J=8.1Hz), 
7.7K4H. s) 


Of -3-9 


Of -3 




F 3 CO 


s 


H.H 


Et 


oi! 


1.29(3H.t,J=6.9Hz),2.23(3H,s),3.84(2H. 
s),4.15(2H,s).4.25(2H,q,J=7.2Hz).4.6K2 
H,s),6.60(1 H,d, J=8.1 Hz).6.99- 
7.14(5H.m),7.29-7.35(1H.m),7.70- 
7.71<4H,m) 


or -3-10 


a -3 




F 3 Q 

0-\ 


s 


H.H 


Et 


oil 


1.29(3H,t,J=7.2Hz),2.23(3H,s),3.83(2K 
s).4.1 4(2H,s),4.25(2H,q,J=7.2Hz),4.6 1 (2 
H.s) .6.60(1 H.d.J=8.4Hz),7.09- 
7.13(2H.m).7.29-7.53(4H,m),7.71(4H.s) 



[0201] 



££5fE# 2004-3122203 



mm 2003-403274 



^-v: 152/ 



K129] 



F 3 C 




Me , 
X 1 ^^ R 9 R 10 



No 




R2 


X1 


/X2n x" x3 

R 9 R 10 


mp 


NMR(CDC!3 or DMSO-d6) 


Of -4-1 


a -4 


nBuNHCH2- 


S 


OCH2CO0tBu 


( 

( 

1 


).93(3h,tJ-7.5Hz),1.33 
l.60(13H.m).2.24(3H,s). 2.69 
2H,t,J=6.9Hz), 

3.73(2H,s),4.1 2(2H,s).4.50(2H.s), 6.59 

i— o yiu^ 7 1 ttfi |4 AA j=r 4 2 1 Hz) 
7.21 (1H. d, J=2.1Hz),7.74(2H,d,J=8.1Hz). 
3.04 (2H,d, J=8.1Hz) 


a -4-2 


Of -4 




S 


OCH2COOEt 




1.29(3KtJ=7.2Hz),2.25(3H.s),2.44(4Km),3. 
54(2H,s),3.68(4H.nv. 

4.1 9(2H,q,J=7.2Hz),4.1 9(2H,s),4.25(2H l q, 
J=7.2 Hz),4.61(2H,s),6.61 (1H,d,J=8.4Hz), 
7.1 8(1 H, dd. J=8.4.2.1Hz),7-22(1H,m). 
7.75(2H,d, J=8.4Hz), 7.96(2H.d,J=8.4Hz) 


a -5-1 


a -5 


-CH20Me 


S 


OCH2COOH 


105-107 


2.24(3H.s), 3.43(3H,s).4.1 2(2H,s), 
4.46(2H.s),4.66 (2H,s). 6.65(1 H,d, 
J=8.5Hz),7.18-7.24(2H,m),7.76(2H, 
d,J=8.7Hz),7.88(2H.d,J=8.7Hz) 


Of -6-3-1 


a -6 


Me 


CH2CO 


OCH2COOMe 


133-134 


2.26(3H,s),2.33(3H,s),3.08(2H,t.J-7.5Hz),3. 

50(2H,t,J=7.5Hz),6.72(1H,d,J=9.0Hz)).7.72- 

7.87(6H,m). 


Of -6-4-1 


a -6 


Me 


CH2CO 


OCH2COOH 


191-194 


2.27(3H,s) l 2.34(3H.s).3.08(2H,t,J=7.2Hz),3. 
50(2H,t,J=7.2Hz),4.72(2H,s).6.77(1H.d.J=9. 
0Hz).7.73-7.88(6H.m). 


a -7-2-1 


a -7 


Me 


S 


CH2C(=NH)NHOH 




MS m/e 452 (MH+) 


-7-2-2 


ar -7 


Me 


O 


CH2C(=NH)NHOH 


152-154 


2.32(6H.s),3.42(2H.s).5.17(2H,s),6.8- 
6.90(2H.m).7.14(1H I d ? J=7.8Hz).7.75(2H f d,J 
=8.1 Hz),7.84(2H.d.J=8.1 Hz) 
MS m/e 420 (MH+) 


a -7-3-1 




Me 


S 


N-c/ 


203- 
204.5 


2.29(3H,s).2.31 (3H,s). 
3.83(2H,s),4.06(2H,s),7.11~7.22(3H,m), 
7.76(2H,d,J=8.6Hz),7.82 (2H, d.J=8.6 Hz) 


Of -7-3-2 


a -7 


Me 


O 




190-192 


2.33(6H.s),3.80(2H,s),5.18<2H,s),6.86(2H,m) 
7.1 5(1 H,d,J=8.1 Hz),7.77(2H,d,J=8.7Hz),7.8 
7(2H,d,J=8.7Hz) 


a -7-3-3 


a -7 


Me 


S 


N-</ 


" 156.5- 
158.5 


2.18(3H,s),2.28(3H.s),4.01(2H,s),4.97(2H,s), 
6.75(1 H.d,J=8.4Hz).7.1 9- 
7.2l(2H,m),7.74(2H,d,J=8.4Hz),7.80(2H.d,J 
=8.4Hz),9.93(1H,br) 


or -7-3-4 


a -7 


Me 


O 




163-165 


"2.24(3H,s).2.32(3H,s).4.96(2H,s),5.14(2H,s), 
6.80- 

6,88(3H.m) l 7.75(2H f d t J=8.6Hz),7.84(2H,d,J 
=8.6Hz) 


a -7-4-1 


Of -7 


Me 


O 




"166.5- 
168.5 


2.32(3H,s). 2.34(3H.s). 
3.68(2H t s).4.1 8(2H r s),5.1 9(2H.s).6.87- 
6.90(2H, m),7.12(1H.d. J=8.1Hz), 7.24 
(1 H.br),7.75(2H.d,J=8.4Hz), 7.85(2H, d, 
J=8.4Hz) 



[0 2 0 2] 



miiE# 2004-3122203 



#11 2003-403274 



^-v: 153/ 



[$13 0] 




No 




R1 


R2 


XI 


R3 f R4 


mp 


NMRCCDCI3 or DMSO-d6) 


£-1-1 


£-1 




H 


O 


H,H 


151-153 


2.28(3H,s)A57(2H,s),5.15(2H,s),6.70(1H 

A 1— H 7Hrr^ ft 7R/1H AA 1— fl 7 9 fi 7 

6(1 H,s),6.85(1 H,d, J=2.7Hz),7.74(2H,d, J= 
B.1Hz)J.91(2H,d,J==8.1Hz) 


£-1-2 


£-1 




H 


S 


H,H 


105-106 


2.23(3H f s) r 4.06(2H t s),4.66(2H,s) T 6.57(1H 
s),6.64(1 H,d, J=8.4Hz;, /.I oU r1,dd, J-o.4, 
2.1Hz),7.23- 

7.24(1H,m)J.71(2H,dJ=8.1Hz),7.85(2H,d 
,J=8.1Hz) 


£-1-3 


£-1 




Me 


S 


H,H 


129-131 


2.24(3H,s),2.25(3H r s),4.04(2H t s),4.67(2H 
,s),6.65(1 H,d, J=8.1 Hz),7.1 8- 
7.23(2H,m)J.74(2H,d,J=8.1Hz),7.82(2H, 
d,J=8.1Hz) 


£-1-4 


£-1 




Me 


O 


H,H 


136-138 


2-Zo(.3n f s < ; f Ao 1 l.orl.s^.o A^n,SAO- 1 ov^n, 
s) T 6.7 1 (1 H,d,J=9.O),6.80(1 H.dd, J=9.0 T 2.7 
Hz),6.87(1H,d,J=2.7Hz),7.75(2H,d,J=8.1 
Hz),7.84(2H,d,J=8.1Hz) 


£-1-5 


£-1 




H 


S 


H.H 


198-200 


f d r J=8.4Hz),7.18(1H T dd,J=8.4,2.1HzX7.2 
4(1H r d,J=2.1Hz),7.81(2H t d r J=6.0Hz),8.7 
4(2H,d,J=6.0Hz) 


£-1-6 


£-1 




Me 


S 


H.H 


134-136 


1 .88(3H,s)2.1 5(3H,s),3.24- 
3.27(4H ? m),3.67(4H,t f J=4.8Hz) ? 3.94(2H,s 
),4.69(2H,s),6.77(1H,d,J=8.4Hz)7.15- 
7.21 (2H,m),1 3.00(1 H,brs) 


£-1-7 


£-1 


c 


Me 


O 


H,H 


126-127 


1.94(3H,s)2.17(3H,s),3.28- 
3.32(4H,m),3.67- 

3.70(4H,m),4.61(2H f sX4.90(2H t s) f 6.72- 
6.86(3H,m)1 2.89(1 H.brs) 


£-1-8 


£-1 


-XT 


Me 


S 


H,H 


157-159 


2.21(3H,s),2.24(3H,s) f 4.02(2H,s),4.66(2H 
>s ),6.65(1H,d f J=8.4Hz),7.20(1H T dd T J=8.4, 
2.4Hz)J.22(1H,m)J46(2H,d,J=9.0Hz),7. 
63(2H,d,J=9.0Hz) 


£-1-9 


£-1 




a 


S 


H,H 


131-132 


2.22(3H,s) f 3.93(3H,s),4.66(2H,s)6.62(1H f 
d, J=9.0Hz) T 7.1 4-7.1 6(2H,m),7.27- 
7.33(5H,m),7.42-7.45(4H,m) 


£-1-10 


£-1 






S 


H,H 


131-133 


2.22(3H,s),3.93(3H,s),4.67(2H y s)6.62(1H, 
d, J=8.1 Hz) f 7.1 0-7.1 4(2H,m),7.30- 
7.47(6H r m),7.70(2H,d, J=8.1 Hz) 


£-1-11 


£-1 




Me 


O 


Me.Me 


115-116 


1.76(6H,s),2.20(3H,s),2.37(3H,s),3.78(3H 

,s),4.56(2H,s),6.49-6.50(2H,m), 

6.67(1 H,m),7.75(2H,d J=8.1 Hz),7.84(2H,d 

,J=8.1Hz) 



[0 2 0 3] 



miE# 2004-3122203 



#FI 2003-403274 



^-v: 154/ 



[$13 1] 



No 




R1 


R2 


X1 


R3.R4 


mp 


NMRCCDCI3 or DMSO-d6) 


£-1-12 


£-1 




Me 


S 


H,Et 1 


1 

15-117 


1 .07(3H,t, J=7.5Hz),1 .98 2.1 6(2H,m), 
L20(3H,s),2.29(3H f s),4.04(1H f t,J=7.5Hz) 
4.65(2H,s),6.6 1 ( 1 H,d, J=8. 1 Hz), 7. 1 0- 
M4(2H r m), 

7.74<2H,dJ=8.4Hz)J.81(2H,d,J=8.4Hz) 


£-1-13 


£-1 


,jx 


Me 


S 


K 

4-F-C6H4 


110-112 


2.29(3H l s) f 2.20(3H,s) r 4.67(2H,s),5.29(1H 
s),6.59(1H,d,J=8.4Hz), 6.96- 
7.15(4H,m),7.32- 

7.37(2H,m)J.73(2H,dJ=8.4Hz),7.79(2H,d 
J=8.4Hz) 


£-1-14 


£-1 


e jx 




S 


H,H 


138-139 


2.23(3H,s) T 4.1 1 (2H,s),4.66(2H,d, J=3.6),3. 
34(1H,br.s),6.64(1H,dJ=8.4Hz),7.16- 
7.29(2H,m)J.77(2H,d,J=8.4Hz),7.95(2H, 
d,J=8.4Hz) 


£-1-15 


£-1 






S 


H f H 


105-107 


2.24(3H,s),3.43(3H,s),4.12(2H,s),4.46(2H 
,s),4.66(2H r s),6.65(1 H,d, J=8.5Hz),7.1 8- 
7.24(2H,m)J.76(2H,d f J=8.7Hz),7.88(2H, 
d,J=8.7Hz) 


£-1-16 


£-1 


13V 




s 


H.H 


oil 

183-186 
(a* HCtealt} 


0 00/OU \ O AQfALl *X ftO^OLJ e^i 1 

2.23v > oH,s; ? Z.4y^4n F mA^-o^v^n» s /T ,5 - 0?:, v** 
H,m),4.1 8(2H,s),4.64(2H,s),6.65(1 H,d,J= 
9.0Hz),7.18- 

7.21(2H,m)J.74(2H,d,J=7.8Hz),790(2H,d 
,J=7.8Hz) 


£-1-17 


£-1 


JX 




s 


H,H 


138-139 


2.23(3H,s),3.83(2H,s),4.12(2H t s),4.66(2H 
,s),6.64(1H,d,J=9.0Hz),7.1 1- 
7.16(2H,m),7.24- 

7.31(m,5H)J.08(2H,d,J=8.4Hz),7.76(2H, 
d f J=8.4Hz) 


£-1-18 


£-1 






s 


H,H 


123-124 


2.23(3H,s) r 3.97(2H,s),4.67(2H,s),6.63(1H 
.d, J=8.1 Hz),7.08-7.26(7H,m), 
7.70(2H,d,J=8.4Hz),8.22(2H,d,J=8.4Hz) 


£-1-19 


£-1 


Me 


I 


s 


H,H 


126-127 


2.24(3H,s),2.44(3H,s) f 3.92(2H,s) f 4.66(2H 
,s) f 6.64(1H,d,J=8.1Hz)J.18(2H,dd,J=8.1, 
1 Rl-M 7 99( 9H d J=1 8Hz) 


£-1-20 


£-1 


Me 




s 


H.H 


oil 


2.21(3H,s),2.40(3H,s) f 3.98(2H,s),4.66(2H 

,s) f 6.60(1H t d,J=8.1 Hz\7.08- 

7.1 2(2H,m),7-42(2H,d,J=8.1 Hz),7.68(2H, 

d,J=8.1Hz) 


£-1-21 


£-1 


Me 


XX 

F 3 cT^ 


0 


H,H 


153-154 


2.25(3H,s),2.49(3H,s)A62(2H,s),5.02(2H 
,s).6.65- 

6.73(3H,m)J.5Q(2H,d,J=8.4Hz),7.68(2H, 


£ -1-22 


\ £-1 




JX 


s 


H.H 


136.5-137.5 


2.22(3H,s),3.95(2H,s),4.67(2H,S),6.62(1 
H.d^S.IHzX^n- 

7.14(2H f m)J.47(2H,d,J=8.4Hz),7.60(4H, 
s),7.72(2H,d,J=8.4Hz) 


£-1-2C 


3 £-1 


,jx 




s 


H,H 


128-129.5 


2.22(3H,s),3.95(2H,s),4.67(2H,s),6.62(1H 
,d, J=9.0Hz),7.1 3-7.1 5(2H f m),7.50- 
7.74{8H,m) 



[0 2 0 4] 



ffi|E# 2004-3122203 



mi 3 2] 



#SI 2003-403274 



^-v : 155/ 



No 




R1 


R2 


X1 


R3.R4 


mp 


NMR(CDCl3 or DMSO-d6) 


^ -1-24 


£-1 






s 


H.H 


135-136 


2.23(3H,s) F 3.84(2H,s) t 4.12(2H r s)A67(2H 

,sX6.64(1H,d,J=9.0HzX7.11- 

7.14(6H,m) t 7.71-7.72(4H,m) 


£-1-25 


£-1 






s 


H,H 


196-197.5 


2.1 9(3H f s),4.1 3(2H,s),4.55(2H,s),6.63(1 H 
,d,J=8.4Hz),7.28(2H,mX 7.41- 
7.43(3H,sX7.53(2H,sX7.79(2H,d,J=8.4Hz 
X8.31(2H,d,J=8.4Hz) 


£-1-26 


£-1 






s 


H,H 


137-138 


2.22(3H f s),3.87(2H,s),4.16(2H,s),4.65(2H 
,s) r 6.63(1 H,d, J=9.0HzX7.1 4- 
7.21(4H,m),7.34- 

7.56(7H,mX7.70(2H,d,J=8.1HzX7.78(2H, 
d,J=8.1Hz) 


£-1-27 


£-1 




BuNHCH2- 


s 


H,H 


177-178 


0.84(3h,t,J=7.2Hz),1.22- 
1.45(4H,m),2.14(3H,s), 2.56 
(2H,t,J=7.2HzX 

3.72(2H r s) ( 4.27(2H,s),4.63(2H,s), 
6.76(1 H,d,J=8.4Hz),7.1 5-7.23(2H,mX 
7.91 (2H,d,J=8.4HzX 8.08(2H,d, J=8.4Hz) 


£-1-28 


£-1 






s 


H.H 


150-152 


2.24(3H,s),2.93— 

2.30(4H!m),3.79(2H,sX4.67(2H r s),6.65(1 

H,d,J=8.1Hz),7.09- 

7.29(7H,mX7.70(4H t s) 


£-1-29 


£-1 






s 


H ( H 


141.5-142.5 


2.23(3H t s) f 3.84(2H r s) > 4.12(2H,s),4,67(2H 
,sX6.64(1H,d,J=:9.0HzX7.1 1- 
7.13(2H,mX7.24(2H,d,J=8.7HzX7.56(2H, 
d f J=8.7HzX7.71(4H,s) 


£-1-30 


£-1 




F 3 CO 


s 


H.H 


130-132 


2.23(3H,s),3.85(2H,sX4.13(2H f s),4.67(2H 

,sX6.64(1 H,d, J=9.6Hz),6.99- 

7.1 5(5H,mX7.30-7.35(1 H,mX7.71 (4H,s) 


£-1-31 


£-1 




F 3 C 


s 


H.H 


127-128.5 \ 


2.23(3H,sX3.84(2H,sX3.84(2H,sX4.67(2H 

f s) f 6.63(1H,d.J=8.4Hz),7.1 1- 

7.1 4(2H,mX7.27-7.53(4H,m) ,7.71 (4H,s) 



[0 2 0 5] 



ffifE# 2004-3122203 



K13 3] 



#SS 2003-403274 



: 156/ 



No 




R1 


R2 


X1 


R6 


R 9 R 10 


mp 


NMR(CDCI3 or DMSO-d6) 


£-1-32 






Me 


S 


H 


Me 

^CT^COOH 


121-122 


1.65<3H,d,J=6.9Hz),2.24(3H.s),4.0 
3<2H l s),4.77(1H.q.J=6.9Hz).6.82(2 
H 1 d ( J=9.0Hz),7.34(2H f d f J=9.0H2),7 
.74(2H,d,J=8.4Hz).7.81(2H.d,J=8.4 
Hz) 


£-1-33 






Me 


S 


H 


Et 

^o^cooh 


116-118 


1.09(3H.t,J=7.5Hz),1.99- 

2.04(2H,m).2.24(3H,s),4.03(2H.s),4 

.56- 

4.60(1H,mX6.82(2H,d r J=8.7Hz) ( 7.3 
3(2H,d,J=8.7Hz).7.73(2H,d,J=8.5H 
z), /.ol ^n,d,»J— o.onzj 


£-1-34 




jy 


Me 


S 


H 


X 


/ D.O 

77.5 


0.97(3H.tJ=7.2Hz).1.50- 
1.60(2H,m),1.91- 

2.00(2H,m),2.24(3H,s) t 4.03(2H t s),4 
.61- 

4.65(1 H,m),6.82(2H,d,J=8.7Hz),7.3 
5(2H4J=8.7Hz),7.73(2H,d,J=8.7H 
z),7.81(2H f d,8.7Hz) 


£-1-35 


£-1 




Me 


S 


nPr 


^(X^COOH 


85-87 


0.89(3H.t,J=7.2Hz),1.51- 

1.63(2H,m),2.24(3H,s),2.58(2H,tJ 

=7.2Hz),4.03(2H f s),4.66(2H,m),6.7 

0(1H f d,J=8.4Hz).7.17- 

7.24(2H,m),7.74C2H ) d.J=8.6Hz),7.8 

1(2H,d,J=8.6Hz) 


£-1-36 


£-1 




Br 


S 


H 


^O^COOH 


150-151 


2.24(3H,s).4.03(2H.s),4.66(2H,s),6. 
65(1 H.d,J=8.4Hz),7.21-7.26 
(2H.m), 7.47 (2H,d,J=8.7Hz), 
7.97(2H.d,J=8.7Hz) 



[0 2 0 6] 

fv^o t-ft*3*>*#0<E^H ; ?--C**GAU©DNAj|t#K> ^ V * 7° * - <7) 1 j K 
9^ 5 K^CHO^fflJia^— att^ h 9 >^ 7x?ya>L, * - 5 K&C a - K 

■7°9*^K: thPPARS (hPPAR S ) RXf a (hPPAR«) <D U # > K<&^«i* ( S : aa 139 
~C*$§;« : aa 167~C*3S) fiHuman Universal Quick-Clone cDNA(CLONTECHtt) Srfflv^T 
PCRflllifc X *) ntzo ±iipM$ ^7tcDNAi±^tL'e , ttpCR2. 1-T0P0^ * - (Invitrogentt) 

7lf*yY*^h ^pBIND^ * - (Promegatt) K :/ * n - — > £ ifccii), 

- ^ - y 7 ^ 5 K i4pG51uc^ ^ * - (Promegatt) SMSJl L tz Q 

mU^^W f-7>^7x^ya> : CHOlffi £ 10%FBS- a MEM "I 3 Lfz 0 96 <7 je. ;V7° 

V- h (Costartt)^fflV^T. h V ?*/ y^MKXmm L/cCH0«^ 1 <7 ^ £ «9 20000 
{i. WUif50^JI|lKT#e>tL£ 2 oo-/^* 5 K£l^;>i^ 0^ti-rtL25ng£Sibt 
#(7)-f ^hy^va > &C^v^uGenel#|l (Rochett) Srfflv^T h5^7x^'>a ^fco 

ffifiE# 2004-3122203 



#11 2003-403274 



^-i? \ 157/E 



^ _ £ fij fcLtzo M 3e ALUMINOUS CT-9000D (DIA-IATRONtt) £ ffl v^/c 0 
PPARS i:ov>tlt »f,fLfe|^**fei^l^*^l/2**^^««^*^*^ 

PPARa ^ov^ttlWK'fb^OiftjeiAiM* J^lO^MK^T, _DMS0*^flSt L-C^ 

[0 2 0 7] 
[$13 4] 



No. 


EC 50 (nM) 


hPPAR<5 


a-7-3-1 


9.5 


0-1-15 


1.5 


£-1-8 


11 



[0 2 0 8] 
[$13 5] 



No. 


hPPAEtor 


1//M 


IOjuM 


£-1-32 


22.9 


44.5 


j8 -1-33 


18.4 


40.7 



ffiiiE# 2004-3122203 



#11 2003-403274 



^-v: 1/E 



*°[fi?tfe¥IS:] ^ (I) : 



R 6 




^19 xM±-o-, -S-, — n r 11 — (-r^trR 11 ^** ^5±»t;v^;v^) , 

-CR 12 R 13 CO-. - (CR 12 R 13 ) mO-ffcli-0 (CR 12 R 13 ) m- (--tR 

12 & iU f R 13 (±#^^L-C7K«t^{4»T;v^;ve* l ?> m «i~3<7)«) 

X 2 (±#| ±^ _ 0 _ % _ S _^ -NR 14 - (i^T-R 14 {i7X«t/c{i{g:mT;vdr;v 

;i/-e*S*K R 16 aR 9 h-ii:^ot^it) t?*»5, X 3 tiCOOR 17 t/ctiC ( 
= N R 17 ) NR 18 OR 19 ft^J) 



{±1|E# 2004-3122203 



1/E 
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EH I A I I I i 



ft Br 



[000001926] 
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3Tg i#8-^ 
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